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Because it sustains relief of 
myasthenia gravis symptoms 
up to two and one-half times 

as long as the regular tablet, 
new MESTINON TIMESPAN 
often ‘‘eliminates the need for 
sleep interruption to take 
further medication and leads to 
better strength in the morning.'’* 
For treatment during waking 
hours, MESTINON TIMESPAN 
offers greater convenience, 
prolonged relief on fewer 
individual doses, and unprece- 
dented freedom from 
muscarinic side effects. 


DOSAGE: 1-6 tablets daily in divided doses 
p.r.n. In exceptionally severe cases, up to 10 
tablets per day may be required. 


HOW SUPPLIED: Tablets, 180 mg each — bottle of 100. 


* K.R. Magee and M. R. Westerberg, 
Neurology, 9:348, 1959. 
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destruction of acetylcholine at this 
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YOUR ANSWER MAY 


Jesprin is an agent of established effieacy and demonstrated superiority fer the manege- 
ment of psychotic patients. In schizophrenia, manic states, and psychoses associated with 
organic brain disease, Vesprin controls intractable behavior patterns making patients more 





BE“! DON’T KNOW” 


accessible to psychotherapy. Excitement, panic, delusions, hostile behavior are moderated 
to permit early insight for rapid progress into resocialization and rehabilitation. Not only 





OR “VERY SOON.” 
‘VESPRIN MAY MAKE 





‘THE DIFFERENCE 















is Vesprin your drug of choice for initial therapy, but it has proved effective in patients who 
failed to respond to other phenothiazines. 


Vesprin does not oversedate your patients into sleepiness, apathy or lethargy — and drug- 
induced agitation is minimal.! {t is relatively free from side effects.!:2 Skin eruptions, photo- 
sensitivity or hyperthermia have rarely been reported. Individual dosage levels are easily 
established. Intramuscular injection causes no pain or tissue irritation. Vesprin often brings 
improvement in chronically disturbed patients refractory to shock therapies and other drugs.*:# 





Dosage: Usual initial dose, 100 to 150 mg. daily, in- 








creased or decreased according to patient response. See 
literature. Supply: Tablets: 10, 25 and 50 mg., in bottles 
of 50 and 500. Capsules: 100 mg. in bottles of 50 and 
500. Emulsion: 30 cc. dropper bottles and 120 cc. 
bottles (10 mg./cc.). Parenteral Solution: 1 cc. multiple 
dose vial (20 mg./cc.) and 10 cc. multiple dose vial 
(10 mg./cc.). Vesprin Injection Unimatic (15 mg. in 
0.75 cc.). 
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Tofranil a thyumoleptic 


brand of imipramine HCl 


Specific in Depression 


oes 





Produce remission or improvement in 
70-85 % of cases 














Act effectively in all types of depression 





Afford equally good results in severe 
as in mild cases 





Achieve therapeutic benefit with minimal risk of 
serious side reaction 





Indications for Tofranil include: 


Endogenous Depression, Reactive Depression, Involutional Melancholia, Senile Depres- 
sion, Depression associated with other Psychiatric Disorders. 


Availability: Tofranil (brand of imipramine HC1) tablets of 25 mg. bottles of 100. Ampuls 
of 25 mg. (for intramuscular administration only) cartons of 10 and 50. 
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Inhibit monoamine oxidase either in 
brain or liver with its associated risks 





Produce dangerous potentiation of other 
drugs such as barbiturates and alcohol 





Act by producing undesirable central 
nervous stimulation leading to agitation 
and excitement 





Cause disturbance of color vision 





The efficacy of Tofranil is attested by more than 50 


published reports and confirmed by clinical experi- bed 
ence in more than 50,000 cases. 
Detailed Literature Available on Request. 


Geiny Geigy, Ardsley, New York 
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In very low doses (2 to 4 mg. daily) ‘Stelazine’ has been proved 
effective in the treatment of anxiety as seen in private practice and 


outpatient services. 


Moreover, it has been demonstrated that ‘Stelazine’ is particularly 
useful when anxiety is expressed as apathy, listlessness and loss 


of drive. 


Clinical trials in more than 12,000 patients suffering from anxiety have demonstrat- 
ed Stelazine’s effectiveness in the treatment of this syndrome, particularly when 
it is accompanied by defense mechanisms such as apathy, listlessness and loss of 
drive. On ‘Stelazine’, most patients experience relief of anxiety, recovery of drive 
and an improved mental outlook. Also, with symptoms reduced, they are often 
more willing to accept psychotherapy. 


Administration and Dosage: In the treatment of anxiety, the usual starting 
dosage is 1 mg. orally b.i.d. Usual optimum dosage is 2 mg. to 4 mg. daily. Be- 
cause ‘Stelazine’ is inherently long-acting, symptoms are usually controlled with 
convenient b.i.d. administration. In some cases, once-a-day administration will 
provide adequate maintenance therapy. 


Side Effects: In the recommended oral dosage range of 2-4 mg. daily, side effects 
are usually minor and transitory and rarely affect the course of therapy. Oc- 
casional instances of drowsiness, dizziness and stimulation may be observed; 
rarely, symptoms of an extrapyramidal nature may occur. 


Available: 1 mg. tablets in bottles of 50 and 500. 


For further information, see available S.K.F. literature. 


Smith Kline & French Laboratories Y leaders in psychopharmaceutical research 


*Trademark 
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For the modern treatment of depression 
A new drug from Pfizer research 





NIAMID 


a specific for depression 


When NIAMID is used as an adjunct to psychiatric procedures, patients 
become more accessible and more manageable. 


Clinically effective in a broad range of depressive syndromes including: involutional 
melancholia, reactive depression, depressive stage of manic depressive or schizophrenic 
reaction, senile depression, postpartum depression. 


Frequently effective in regressed patients in whom other therapy has failed. 
Favorable behavioral changes reduce the need for electroshock therapy. 


A high degree of safety already proved in several thousand patients —no reports of 
jaundice or other evidence of liver damage. 


Side effects are infrequent and mild, and often lessened or eliminated by a reduction 
in dosage. 


posaGeE: Start with 75 mg. daily in single or divided doses. After a week or more, adjust the 
dosage, depending upon patient response, in steps of one or one-half 25 mg. tablet. Once 
improvement is seen, gradually reduce dosage to a maintenance level. 


Many patients respond to NIAMID within a few days, others in 7 to 14 days, A few patients 
may require as much as 200 mg. daily over a longer period of time before significant improve- 


ment is seen. 


PRECAUTIONS: Hypotensive effects have rarely been noted and no jaundice or other evidence of 
liver damage has been reported in patients receiving NIAMID. However, in patients with a 
history of liver disease, the possibility of hepatic reactions should be kept in mind. 


SUPPLY: NIAMID is available in 25 mg. (pink) and 100 mg. (orange) scored tablets. 


Already clinically proved in several thousand cases — 


References: 1, Alexander, L. and Lipsett, S.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2):26 (Aug.) 1959. 2. Ayd, F., Jr.; 
Bianco, E. and Zullo, L.: Dis. Nerv. System, Vol. 20, No. 8 (Sec. 2):34, (Aug.) 1959. 8, Bloom, B. M.; Carnahan, R. C.; 
Rowe, R. P.; Thomson, J. B. and Zager, R.: Presented April 1959 meeting of the American Chemical Society. To be published. 
4. Bloom, B. and Wagner, R.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2):10 (Aug.) 1959. 5. Delahunt, C. S.: Presented April 
1959 meeting of the Federation of American Societies for Experimental Biology. To be published. 6. Delahunt, C. S., and 
Pepin, J. M.: To be published. 7. Feldman, P.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2):41, (Aug.) 1959. 8. Johnson, J., 
Jr.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2):50, (Aug.) 1959. 9. Mouratoff, G.; Grossman, A, and Batterman, R.: Dis. 
Nerv. System, Vol. 20, No. 8 (Sect. 2):38, (Aug.) 1959. 10. Proctor, R.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2) :53, 
(Aug.) 1959. 11. Robie, T.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2):18,(Aug.) 1959. 12, Rowe, R. P.; Bloom, B. M.; 
P’an, S. Y. and Finger, K, F.: Fed. Proc. 18:441, 1959. 13. Udenfriend, S.; Pfeiffer, C.; Kurland, A.; Freed, H.; Goldman, D. 
and Shipley, T.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2) :14,16,25,32,45,55, (Aug.) 1959. 14, Vaisberg, M.; Saunders, J.; 
Sanseigne, A.; Radinger, N.; McGahee, C., and Kline, N.: Dis. Nerv. System, Vol. 20, No. 8 (Sect. 2):22, (Aug.) 1959. 


Professional Information Booklet giving detailed data on NIAMID is available on request. 


CED Science for the world’s well-being™ *Trademark for brand of nialamide 


PFIZER LABORATORIES, Division, Chas. Pfizer & Co., Inc., Brooklyn 6, New York 




















Volume XX 


DISEASES °/#e Nervous System 


OCTOBER 1959 


Number 10 








Contents 


RESPONSE OF BRAIN DISORDERS TO AUDITORY STIMULI ................. 446 
Conrad W. Baars and Warren L. Stewart 


COMPARISON OF CHLORPROMAZINE AND RESERPINE IN 








PIATNITEMANGE DRUG THERAPY «nnn. ccc ccc ccc wesw ese cccescceces 452 
John R. Shawver, Donald R. Gorham, Louis W. Leskin, Wealty W. Good and 
David E. Kabnick 
MEASUREMENT OF ATTITUDES TOWARD THE TRANQUILIZING 
SER Pe Dee RE eS Ca aye fp Shes Sica adi soles aia p wis 's ae Bie @ OSS HS BWiwalaisi arse wre SIS 457 
Aaron S. Mason and Joseph M. Sacks 
TRANSAMINASE ACTIVITY IN THE SPINAL FLUID IN 
NEUROPSYCHIATRIC CONDITIONS on. 5. ccc ccc ec cc cc cers eccsenseces 460 
J. D. Stevens, F. A. Maika and F. L. Humoller 
SIMPLE KYMOGRAPHIC TECHNIQUE FOR STUDY OF INTERVIEW 
Sn RO ES Besa a ps seo es ba en NESSES WIS BE IE SS NWS Ss 465 
John R. Whittier 
HYDROXYZINE IN THE TREATMENT AND MANAGEMENT OF 
INSTITUTIONALIZED MENTAL PATIENTS ................ ccc cccccccecces 468 
C. H. Carter 
CLINICAL EVALUATION OF PROMAZINE THERAPY FOR 
Ss ee PROMO SE eS On oes 3 ois dele few eials oR s aS SWS GE Oe SERMONS 472 
G. H. Aivazian and Harvey C. Reese, Jr. 
THRE ETIOLOGY DR PEPRESSION nose kc ccc cece wsececsccsseces 477 
George G. Merrill 
NIALAMIDE IN THE PRIVATE PRACTICE OF PSYCHIATRY ................. 482 
Nathan S. Kline 
ee LR ares SSS en SRP pie Rt arr 489 
EDITOR 
Titus H. Harris, M.D. 112 North Boulevard, Galveston, Texas 
MANAGING EDITOR 
George Bisgeir, B.S., LL.B. New York, New York 
ASSOCIATE EDITORS 
A. EF. Bennett, M.D.........- Berkeley, California Frank H. Luton, M.D.______Nashville, Tennessee 
Francis J. Braceland, M.D.___---_Hartford, Conn. Wm. Malamud, M.D._._.-..._-_____ Boston, Mass. 
Franklin G. Ebaugh, M.D._-----Denver, Colorado Karl A. Menninger, M.D._________ Topeka, Kansas 
Milton H. Erickson, M.D.___----Phoenix, Arizona Hans H. Reese, M.D._____.__Madison, Wisconsin 
Hamilton Ford, M.D.___-...------ Gaiveston, Texas : : z Re ak : 
Walter Freeman, M.D.__-.---Los Altos, California Lewis J. Siegal, M.D.------New York, New York 
ae | Houston, Texas Harry C. Solomon, M.D.-.-.~.-.~-..- Boston, Mass. 
Louis J. Karnosh, M.D......-.--- Cleveland, Ohio S. Bernard Wortis, M.D._-_-_-____New York, N. Y. 


YEARLY SUBSCRIPTION $6.00 
Foreign Subscription $6.50 





























SAFE 

The Mot-ac 1 provides the highest degree 
of complete electrical isolation, by far exceeding 
official code requirements, to assure the maxi- 
mum in safe operation. 


Clinical results have been uniformly excellent. 


Side effects are automatically reduced. The 
MOL-ac II is acclaimed internationally by lead- 
ing physicians and institutions. 


AUTOMATIC 


The MOL-ac 1 provides a highest initial cur- 
rent to initiate seizure pattern with an automatic 
reduction to safe low voltage in every case. 
Instantly and automatically re-set for repeated 
treatments. 


EASY TO USE 


Controls are simplified — one 3-position cur- 
rent intensity dial and one treatment switch. 
Just plug in ordinary AC current and the 
MoL-ac Ii is ready for immediate use. The 
MOoL-ac 11 has a handsome walnut case. Attrac- 
tively priced at $100.00 complete with phy- 
sician’s bag and attachments. 


DURABLE 


Ingenious design with only one moving part. 
Remarkable freedom from service requirement. 
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after centuries of despair ...a hopeful prognosis 


The field of psychiatry has come a 
long way since crude devices such as 
the “crib,” but it is only in the past 
few years that many fundamental 
changes have been made in manage- 
ment and medication. 


Notable among new therapeutic 
agents is Pacatal. Unlike earlier 
phenothiazine compounds, Pacatal 
normalizes the thinking processes 
of the disturbed patient, yet leaves 
him alert. Rather than just afford- 
ing symptomatic improvement, as 
is the case with many sedatives and 
tranquilizers, Pacatal profoundly 
influences the nature and direction- 
of-flow of the patient’s affect, so 
that he becomes more accessible and 
cooperative. 


a significant contribution to psychiatric progress 





for normalization ... not sedation 


Pacatal 


brand of mepazine 





CHILCOTT 





MORRIS PLAINS, Nude 





Insane patient 
in “‘crib’”’ 
at a mental 


institution, 1882 











new...simple tablet therapy corrects mild 
to severe depressions rapidly and safely 
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or suicidal patient” 
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| COMPREHENSIVE, 
 THREE-LEVEL TREATMENT 
OF DEPRESSION 


AND ASSOCIATED ANXIETY 
| AND PHYSICAL TENSION 





RELIEVES DEPRESSION 
: including symptoms such as crying, 
lethargy, loss of appetite, insomnia 


RELIEVES ASSOCIATED ANXIETY 
with no risk of drug-induced depression 


RELIEVES ASSOCIATED 
PHYSICAL TENSION 
by relaxing skeletal muscle 


| 3 


hypothalamus 
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thalamus and 
limbic system 
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spinal cord 


“Deprol 


benactyzine + meprobamate 








= confirmed efficacy 
=» documented safety 








SUPPLIED: Bottles of 50 light-pink, scored tablets 
COMPOSITION: Each tablet contains 1 mg. benactyzine HCl 
and 400 mg. meprobamate 








(Rp WALLACE LABORATORIES « New Brunswick, N. 7. 
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nemesis 


| 
| 
| 


Volume XX 


OCTOBER 1959 





Number 10 


DISEASES ./# Nervous System 








A PRACTICAL JOURNAL ON PSYCHIATRY AND NEUROLOGY 





Response of Patients with Chronic Brain Disorders to 


Meaningful Auditory Stimuli 


CONRAD W. BAARS, M.D., and WARREN L. STEWART, M.A. 


Every sick person experiences some isola- 
tion from his fellows. Because of fear, igno- 
rance, and misunderstanding of mental ill- 
ness, additional factors contribute to isola- 
tion of the mentally ill. The degree of isola- 
tion depends upon the type of mental illness 
and the enlightenment and understanding of 
relatives and friends. The behavior of many 
psychopaths is so irritating to others that 
they are little tolerated or even sentenced to 
total isolation in prison. Many neurotics 
contribute to their own isolation by exces- 
sive complaining and irritating dependency 
demands. The isolation of many schizo- 
phrenic persons may be the result of their 
bizarre, unintelligible behavior and of their 
defensive reactions to a subjectively hostile 
environment. Persons with a chronic brain 
disorder may experience isolation as the re- 
sult of impaired orientation, memory, and 
intellectual functioning. These factors make 
it difficult for them to evaluate correctly the 
perceptual data necessary for successful ad- 
justment to their environment. 

In recent years many investigators have 
demonstrated what will happen to the indi- 
vidual when he is isolated from his environ- 
ment and deprived of practically all percep- 
tual stimuli. Of all experiments perhaps 
those by J. C. Lilly, who immersed himself 
in water, have shown most convincingly the 
devastating effects of such deprivation on 
the mental life of man. Many of these ex- 
perimental conditions are duplicated in the 
lives of both sick and healthy persons. The 
deaf, the blind, the post-cataract surgical pa- 
tient, the person ignorant of the language 


From Rochester State Hospital, Rochester, Minn. 

This study was supported through a research ap- 
propriation furnished by the Minnesota Department 
of Public Welfare. 


of those around him, the prisoner in solitary 
confinement, are al] individuals whose recov- 
ery and successful adjustment to their re- 
spective situations depend upon their abil- 
ity to compensate for the effects of partial 
isolation. 

The individual with a chronic brain dis- 
order continues to be a therapeutic problem 
in terms of successfully overcoming the ef- 
fects of his isolation. The older working 
person is encouraged to work beyond retire- 
ment age. Others are prepared for retire- 
ment by developing less strenuous and de- 
manding interests. Many senior citizens are 
brought together in groups and clubs or live 
in communities dedicated to their welfare. 
More recreational and occupational activi- 
ties are provided for the senile patients in 
mental hospitals. Yet, few hospitals can 
boast sufficient professional personnel to pro- 
vide meaningful daily activation of the al- 
ready huge and steadily increasing geriatric 
population. In spite of improved treatment 
methods, these individuals tend to respond 
to the irreversible brain dysfunction by nar- 
rowing their range of interests, withdrawing 
fom social interaction, and becoming increas- 
ingly preoccupied with themselves, This pre- 
sumably results in further mental deteriora- 
tion. Chiefly for reasons of being short- 
staffed, little is done to interrupt this vi- 
cious circle on the average hospital ward. 

It was the senior author’s hypothesis that 
this vicious circle of isolation and mental de- 
terioration might be actively interrupted by 
introducing auditory stimuli aimed at in- 
creasing the patient’s awareness of himself 
and his environment by means of daily 
broadcasts of material which could be ex- 
pected to be of immediate personal interest 
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to the patient and to the captive audience of 
the entire wards. It was felt that these 
broadcasts might constitute an economical 
means to reduce the isolation of large num- 
bers of patients with relatively little effort 
by a minimum of personnel. Moreover, such 
broadcasts would have the added advantage 
of supplementing other techniques aimed at 
counteracting isolation, rather than interfer- 
ing with them. A rating scale was devised 
to objectively evaluate the effects of these 
broadcasts. 


Baars and Stewart 
Orientation Rating Scale 

The original rating scale evaluated for use 
in this study consisted of 37 items which we 
considered appropriate to test orientation, 
memory, and alertness. This preliminary 
scale was administered to a group of 30 geri- 
atric patients first by one of us and, after a 
period of two weeks, by a student nurse. 
Each scale was scored by three independent 
judges—a Ph.D. in clinical psychology and 
two clinical psychology interns. On the basis 
of mean scores, the patients were divided 
into three groups; lower third, middle third, 
and upper third. Each item on the scale 
was inspected by means of a 3x83 grid to 
determine the extent of its contribution in 
separating the lower and upper groups. 
Eight items were found to be non-discrimi- 
natory and were eliminated from the scale. 
Inter-rater and inter-scorer reliability was 
determined for the retained 29 items. Inter- 
rater reliability was .96 and inter-scorer re- 
liability among the three judges was uni- 
formly at .99. Because of the rather obvious 
content of the scale, face validity was as- 
sumed. The questionnaire items and scoring 
criteria appear below. 


The B and S Orientation Rating Scale 


The following questions are asked in as 
“folksy” a manner as possible. In all in- 
stances the verbatim response is recorded. 
If there is no oral reply, the behavioral re- 
sponse is described; e.g., “Shook his head 
no,” “Tried to leave the room,” etc. 


. How old are you? 

. When is your birthday? (Day, month year.) 
What is the name of this city? 

What kind of place is this? 

. Who is the superintendent of this hospital? 
. What is the name of your doctor here? 
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7. Who is the chaplain at this hospital? 

. Name someone else who works here. 

. Name another patient on this ward? 

. Who has come to visit you lately? 

. What year is it? 

. What season is it? 

. What month is it? 

. What day of the week is it? es 

15. How much do you weigh now? 4 

16. Who is the president of the United States? ' 

17. Where does the president live? 

18. Who is the governor of Minnesota? 

19. Where is the capital of Minnesota? 

20. What foreign country borders on Minnesota? 

21. Whose face is on a penny? 

22. What brand of tooth paste do you use? (If none, 
ask ‘Why not?’’) 


ad 


23. What do you like to watch on television? (Spe- 
cific programs.) 

24. What do you like to listen to on the radio? (Spe- 
cific programs. ) 

25. What’s been in the news lately? 

26. What would be the biggest danger if another 
big war should come? 

27. How do you perform your religious duties here? 

28. What do you do here every day? (Specific ac- 
tivities. ) 

29. Memory for Paragraph: 


Say to the patient, “I am going to read you 
a little story. I want you to listen carefully to 
it because after I am finished reading, I am go- 
ing to see how much of it you can remember.” 

Read the story deliberately to the patient and 
when you are finished, say, ““Now I want you to 
tell me everything about the story that you can 
remember.” As the patient recalls the story, 
underscore the ideas that he remembers. Try to 
be accurate in your checking. Do not demand 
word-for-word answers, but don’t give the pa- 
tient the benefit of every doubt. 


Robert Johnson / who owns a farm / fell off 
his tractor / yesterday. / A rear / wheel / ran 
over his left / leg / and broke it. / He has five 
children / and he had just started / his plow- 
ing. | The neighbors came / with their trac- 
tors / and did Mr. Johnson’s plowing / and seed- 
ing. / Then they gave the family / enough 
food / to last / for two months. 


BEHAVIOR DURING TEST: 
Scoring Criteria 


0—No recognition verbally or behaviorally of exam- 
iner or of question; 
e.g., Stares off into space. 
Mumbles incoherently to self. 
Verbal or behavioral response grossly inappropri- 
ate, regressive, irrelevant, or confabulatory; 


e.g., Swears. 
Tries to run away. 
Laughs. 


How old are you? Five. 
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1—-Verbal response relevant but inadequate or 
slightly inaccurate; 

e.g., Who is the president of the United 
States? Don’t know or Truman. 

Verbal response relevant but indicative of psy- 
chopathology; 

e.g., How are you today? None of your busi- 
ness. What kind of place is this? Full 
of crooks. 

Relevant behavioral response only; 
e.g., Nods, shrugs shoulders, etc. 
2—-Response is verbal, relevant, appropriate, and 
accurate. 


Paragraph Score 


One point for each recalled item. 


Method 


The subjects (Ss) were 50 men and 50 
women selected from two geriatric units of 
which the physical plants and staffing were 
identical. Only patients whose diagnosis 
fell within the major classification of chronic 
brain disorders were considered for study. 
Patients who were totally deaf or who were 
unresponsive and inaccessible were elimi- 
nated from consideration. Selection was then 
made on the basis of recency of admission 
until the full complement of 100 patients 
was obtained. Table I gives a statistical 
description of the sample. 


TABLE I 
Description of Sample 
Men Women 


Xx xX 
mean mean 
years years 

Age ote ee .. €0.02 79.35 
Education Pate escorenscaieeyscaenira : 8.04 9.5 
Total hospitalization ....... peepee 7.33 4.25 
Hospitalization on geriatric ward 3.42 3.09 


Control Period: 

Within a period of one week prior to the 
beginning of the control phase of the study, 
the Ss were rated with the B and S scale by 
10 student nurses who had received instruc- 
tion in its use. Student nurses were subse- 
quently employed for each rating. In the 
control phase recorded music was transmit- 
ted throughout each ward by loudspeakers 
to determine what effect any novel auditory 
stimuli would have. The music was pri- 
marily of the “old favorite” variety. It was 
played for a half hour each morning and 
afternoon, five and a half days a week, at 
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times when all patients were on the wards. 
After three months the Ss were re-evaluated 
with the B and § scale. 

After a broadcast-free interval of one 
month, and immediately preceding the ex- 
perimental phase of the study, the Ss again 
were evaluated with the B and S scale. 


The Experiment: 

The experimental phase consisted of twice- 
daily news broadcasts to all patients of the 
entire geriatric wards just before the noon 
and evening meals, when all patients were 
on the wards. The morning broadcast aver- 
aged 30 minutes; a 15-minute taped sum- 
mary of that material was rebroadcast in the 
afternoon. An outline of the basic content 
of the broadcasts follows: 


OUTLINE OF BROADCAST 
G-Ward Echoes 


Theme music. 

Date and weather. 

Ward routine (schedule for bed making, haircuts, 
cleaning, personal care). 

Ward activities (parties, religious services, movies). 

Birthdays (patients and employees). 

G-Ward Spotlight (brief biographical sketches of 
patients and employees). 

Grandpa’s corner (jokes and stories of long ago). 

Ward changes (announcements of transfers, deaths, 

CLC: ):. 

Visitors (names of relatives and friends and pa- 
tients visited). 

Ward news (discussion of questions and comments 
received). 

TV programs (listings for the day). 

Music (special selection, usually by patient request). 

Poem of long ago. 

Hospital news (news of staff and various hospital 
departments). 

Area, national, and world news (brief summaries 
of major events). 

Menu 

Thought for the day. 

Theme music. 

The title of the broadcast, “G-Ward 
Echoes,”” was submitted by a patient in a 
contest held to find a title. Three similar 
contests were held. In all four, inexpensive 
prizes were awarded to the winners. The pa- 
tients were encouraged to participate in the 
broadcasts by submitting poems, jokes, anec- 
dotes, questions, and comments to be read 
over the air. A brief biographical sketch of 
each S was presented, either in connection 
with the S’s birthday or with the feature 
called “The G-Ward Spotlight.” All mate- 
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rial included in the broadcasts was presented 
in a simplified, concrete, somewhat repetitive 
manner in order to facilitate its use by the 
patients. We ourselves broadcast the news, 
for five and a half days a week, over a pe- 
riod of three months, 

At the conclusion of the experimental 
phase, and again a month later, the S’s were 
evaluated with the B and §S scale, to com- 
plete the total of five ratings required in the 
study. 

In the eight months of the study, there 
was no other change in treatment, nursing 
care, or normal ward routine. Because all 
patients were exposed to the broadcasts, it 
was unnecessary to move the S’s to certain 
areas or in any way to disrupt the ward life. 
Consequently, we believed that the increased 
personal attention that often is a distorting 
factor, was minimized. 


Results 


At the time of the final rating, 24 S’s had 
been lost to the study by death or transfer 
to other wards. The final statistical analy- 
sis, therefore, was based on data gathered 
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from a total of 76 patients, 42 men and 34 
women, all of whom had received the total 
of five ratings. The mean scores of the two 
groups for each of the five ratings are 
plotted in Figure 1. When a ¢ test was ap- 
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plied between the means of the total scores 
on all five ratings for the men and the wo- 
men, it showed a consistent difference be- 
tween the two groups, significant at the .01 
level of confidence. We assumed, therefore, 
that the two groups were drawn from statis- 
tically different populations. 

The distributions of scores on each rating, 
as indicated by the graphs in Figures 2, 3, 
4,5 and 6, show a consistent positive skew- 
ness for the women and a consistent nega- 
tive skewness for the men, indicating that 
the two groups are different. Therefore, we 
considered it inappropriate to combine the 
two groups for statistical analysis. 

As it was doubtful whether interval meas- 
urement had been achieved, and as it was 
obvious by inspection that the samples were 
not drawn from normally distributed popula- 
tions, we considered the chi square statistic 
to be the most appropriate. The chi square 
tests of significance on the number of pa- 
tients who showed improvement versus no 
improvement between the various ratings 
throughout the study are shown in Table II. 
These results indicate a trend in the direc- 
tion of improvement at all phases of the 
study with the exception of the men at the 
pre-news versus post-news comparison, How- 
ever, the only statistically significant indi- 
cation of improvement at an acceptable level 
of confidence was within the male population 
between the pre-music and post-news rat- 
ings. 


TABLE II 


Chi Square Tests of Significance on Number 
of Patients Who Showed Improvement vs. 


No Improvement Between Ratings. 


—Males N—42—— —Females N—34— 
Improvement Improvement 


yes no x yes no x 
Pre-music 
VS. 27 15 3.428 ze 12 3.589 
Post-music 
Pre-news 
vs. 20 22 .096 20 14 1.058 
Post-news 
Pre-music 
vs. 33 9 12.619* 20 14 1.058 
Post-news 
Pre-music 
vs. 26 16 2.381 18 16 118 


One Mo. post-news 





*p.< .001  df=1 
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Discussion 


We consider it of importance that our 
sample, made up of patients suffering from 
irreversible intellectual deterioration, did 
show a consistent trend toward improve- 
ment. The significance of this trend may 
be enhanced by a reconsideration of the na- 
ture of our sample, which included some 
types of chronic brain disorders known to 
be essentially unresponsive to any type of 
treatment (e.g., Huntington’s chorea and 
presenile brain disease). The usual expec- 
tation might be that this group as a whole 
would follow a downhill clinical course. 

That the men improved to a statistically 
significant degree over the entire period of 
study may be partly because their mean age 
was nine years less than that of the women. 
Also, our subjective impression of the gen- 
eral ward behavior of the subjects was that 
the men were less deteriorated than the 
women. 

The observation that the men improved 
significantly only between the pre-music and 
post-news ratings, and not during either in- 
terval of three months, raises a question as 
to the relative importance of the content of 
the broadcasts. It suggests that sufficiently 
prolonged exposure to music alone could re- 
sult in the same degree of improvement. 
However, this observation does not preclude 
the possibility that daily exposure to news 
broadcasts over a comparable period could 
result in even greater improvement as com- 
pared with music broadcasts, especially if 
the subjects were less deteriorated. 

The rating scale proved to be highly re- 
liable and presumably valid for measuring 
degrees of orientation, memory, and alert- 
ness. Apparently, then, the B and §S scale 
could be administered and scored confidently 
by a person even of slight experience in in- 
terviewing technique. 

As the trend toward improvement of mem- 
ory and orientation occurred despite factors 
which probably diminished the effectiveness 
of the study, further investigation is war- 
ranted. Possibly not all patients of our study 
heard the broadcasts. To assure maximum 
reception, therefore, sound-engineers should 
select the public address equipment and 
should supervise installation of loud-speak- 
ers on the wards; partially deaf patients 
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should be eliminated from the study group 
and a separate room should be set aside for 
broadcast reception by the study group. To 
follow this last suggestion, however, would 
be to introduce another experimental vari- 
able. If visual stimuli were added by means 
of closed circuit television, the auditory 
stimuli might have increased impact, 

Finally, the personal note in our broad- 
casts, aS compared with the more imper- 
sonal and objective radio and TV programs, 
gave many hours of enjoyment to a number 
of patients. This is evident in their letters 
and personal comments and was manifested 
by their participation in the broadcasts. 


Summary 
One hundred patients with various types 
of chronic brain disorder were exposed to 
daily broadcasts of music and personalized 
news for periods of three months each. Ori- 
entation and memory were tested by a spe- 
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cially designed scale before and after each 
broadcasting period. In spite of technical 
imperfections in broadcasting technique and 
the extensive intellectual deterioration of 
the group as a whole, a trend toward im- 
provement was observed. The B and § scale 
for orientation and memory proved to have 
extremely high reliability and can be used 
confidently by relatively inexperienced rat- 
ers. 


Acknowledgment: The authors wish to express 
appreciation to Dr. M. C. Petersen, Superintendent 
of the Rochester State Hospital, for his interest and 
support; to the Nursing Education Department for 
providing the raters; and to Dr. Grant Phipps for 
his assistance with the statistical analysis of the 
data. 
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Comparison of Chlorpromazine and Reserpine in 


Maintenance Drug Therapy 


JOHN R. SHAWVER, M.D., DONALD R. GORHAM, PH.D., LouIs W. LESKIN, M.D., 
WEALTY W. Goop, M.D., and DAvip E. KABNICK, M.D. 


The continuous administration of ataractic 
drugs to chronic schizophrenic patients over 
periods of many months or even years raises 
many questions: What can be considered 
optimum dosages? Are there dangerous side 
effects? Can initial gains secured from drug 
therapy be maintained over long periods of 
time? What is the relative effectiveness of 
various drugs for maintenance therapy? It 
is the purpose of this study to examine these 
questions under experimentally controlled 
conditions. 


A study was designed to test the relative 
effectiveness of chlorpromazine and reser- 
pine in long term maintenance therapy. Spe- 
cifically, the following hypotheses were to 
be tested: 


1. The observed clinical gains of long term chlor- 
promazine therapy (6-12 months) will be main- 
tained on a continued small dosage. 

2. The gains of long term chlorpromazine therapy 
will be lost upon withdrawal of the drug. 

3. Reserpine may be substituted for chlorpromazine 
as a maintenance drug with equally beneficial re- 
sults. 


Method 


A double-blind design was used to test the 
hypotheses. Three matched groups of 40 pa- 
tients each were subjected to three drug 
maintenance treatment regimens. Evalua- 
tions of change were made by ratings based 
on both psychiatric interviews and ward ob- 
servations. From three chronic treatment 
wards, 120 patients were selected for the 
study. Four criteria determined the selec- 
tion: 

1. The patient was less than 50 years of age. 

2. The patient was free from leukotomy or organic 
conditions. 

3. The patient had no ECT for the past year. 


4. The patient had been receiving chlorpromazine 
medication for at least six months. 





From the Veterans Administration Hospital, Waco, 
Texas. 


In making the selections the ward psy- 
chiatrists were careful to choose only those 
cases where it was practicable to hold the 
patient in the hospital during the entire six 
months of the study. Ratings were made 
on each patient at the initial period (during 
the week preceding the beginning of the 
study), at the end of three months and at 
the end of six months. 

Psychiatric evaluations were made on the 
interview portion (first 40 items) of the Lorr 
Multidimensional Seale for Rating Psychia- 
tric Patients (MSRPP).’ In order to in- 
crease the reliability of the psychiatric rat- 
ings, a team of two members, consisting of 
one principal] investigator and the ward psy- 
chiatrist, conducted a joint interview and 
made a joint rating. In this study, since 
ward behavior ratings were secured by an- 
other method, the ward behavior portion of 
the MSRPP was not used. An index of be- 
havioral pathology was obtained by squaring 
the difference between the mean rating and 
optimal rating (normal or “ideal” value from 
the MSRPP manual) for each item, and sum- 
ming these squared differences across a 
whole set of items. This index is referred 
to as the Morbidity Score. 

Scoring of protocols and random assign- 
ment of cases to treatment groups was done 
by a research assistant who carefully 
guarded the identity of patients and the as- 
signed treatment regimen. Both the Mor- 
bidity Score and ward location of the pa- 
tients were matched across the three treat- 
ment groups to achieve a randomized block 
design. Matching on these two variables 
also resulted in striking similarity of the 
three treatment groups fer age, education, 
and marital status. In order to have more 
detailed information on patient behavior 
than the composite Morbidity Score from 
the first part of the MSRPP, five new scales 
based on ward observations by nursing serv- 
ice personnel were devised. 

The Psychiatric Behavior Rating Scales 
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(AAMI) consisted of five separate meas- 
ures: Level of Activity, Level of Anxiety, 
Mental Disorganization, Interpersonal Rela- 
tionships, and Abnormality of Activity. Rat- 
ings were made by marking a position on a 
100 point scale with simple descriptive 
phrases at anchor points along the scale line. 
The following is an example of a portion of 
the Level of Anxiety Scale: 


- 80 

Unduly apprehensive, nervous, tense, anx- -—|— 70 
ious, and fearful. 

- 60 

Some signs of nervousness, fear, or anx- -—-— 50 

iety. 
40 
Mild fear or anxiety may be present, but -—-— 30 


is usually appropriate to the situation. 


Raters were instructed to base their rat- 
ings on adequate personal observation of 
each patient. 


In this study, each rating team was trained 
by discussions of trial ratings on 10 patients. 
The AAMI scale ratings were made by a team 
consisting of one nurse and two psychiatric 
aides on each ward.* 


These scales supply information on psy- 
chiatric behavior which is relatively inde- 
pendent of the Morbidity Score based on the 
psychiatric interview of the MSRPP. With 
one exception the correlations based on rat- 
ings of 120 chronic schizophrenics are low: 
Level of Activity, .01; Level of Anxiety, .34; 
Mental Disorganization, .55; Interpersonal 
Relationships, .37; and Activity Abnormal- 
ity, .04. The inter-rater consistency, based 
on teams of three raters of 40 patients, rep- 
licated twice are as follows: Level of Activ- 
ity, .79; Level of Anxiety, .76; Mental Dis- 
organization, .74; Interpersonal Relation- 
ships, .80; and Activity Abnormality, .65. 


Medications were secured which provided 
chlorpromazine, 100 mg., reserpine, 1 mg., 
and placebo in capsules identical in appear- 
ance. The medications were arbitrarily as- 
signed to the three treatment groups by Dr. 
Walter L. Ford, Director of Professional 


Services. After assigning the treatment pro-, 


zram he kept the names for use in case a 
‘atient had to be withdrawn from the study. 
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Each patient was to remain on the assigned 
dosage of two capsules daily for the entire 
six months of the study. 
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Fig. 2 AAMI Scale: Activity Level 
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Results 


A comparison of the three treatment 
groups over the three time periods of the 
study is shown in Figures 1-6. Figure 1 is 
based on the overall morbidity of the patient 
as measured by the MSRPP ratings; higher 
ratings indicating greater pathology. Fig- 
ures 2-6 are based on the measures of Ac- 
tivity Level, Anxiety Level, Mental Disor- 
ganization, Interpersonal Relationships, and 
Activity Abnormality, respectively as meas- 
ured by the AAMI scales, zero representing 
normality and 100 the most extreme pathol- 
ogy. Activity level was determined by rating 
overactive patients cn a plus 100 scale, un- 
deractive patients on a minus 100 scale and 
using the average algebraic sum as the level 
for a patient group. The abnormality of ac- 
tivity was secured by averaging the ratings 
of a patient group without regard to positive 
or negative values, since deviation from nor- 
mal was considered pathological in either 
the overactive or underactive direction. 


Thorough statistical analyses were made 
of both the MSRPP ratings and the AAMI 
ratings to determine the extent to which 
the trends and group differences observable 
on the figures were sufficiently significant to 
reject the null hypothesis. Since all the 


variables were reasonably normal in distri- 
bution, analysis of variance and analysis of 
covariance procedures were generally em- 
ployed. For those patients who had to be 
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withdrawn from the study, the rating at the 
point of drop-out was continued, rather than 
assigning a projected rating based on the 
trend at the time of the withdrawal. 

The analysis of variance of the three 
treatment groups over the three periods of 
time is presented in Table I. These data 
show that significant changes occurred in 
overall psychiatric condition over the time 
periods and that these changes were differ- 
ent for the treatment groups. 

Table II presents the mean differences be- 
tween the treatment groups together with 
the “t” tests of their significance. This table 
shows that the two drug groups varied sig- 
nificantly from the placebo group at the end 
of three months of treatment. After an ad- 
ditional three months, the chlorpromazine 
group remained significantly different from 
the placebo group, whereas the difference 
between the reserpine group and placebo 
group had disappeared. It may be concluded 
that when judged in terms of global psychi- 
atric behavior both reserpine and chlorprom- 
azine are effective maintenance medications 
when compared with a placebo for a three 
month period. By the end of six months, 





TABLE I 


Analysis of Variance for Morbidity Scores 
(Beginning, Middle and End of the Six Months) 


Source of Variation d.f. 8? F 
BETWEEN SS 
Treatment Groups 2 6500 1.31 
Residual (error) bls arg 4951 
WITHIN SS 
Time Periods 2 4244 7.45* 
Time by Treatment 4 1354 2.387 
Residual (error) 234 569 





*Significant beyond the .01 level. 
{Significant beyond the .05 level. 


TABLE II 
Differences in Morbidity Score Mean 
3 Months 6 Months 
A A 
Treatment Groups si 


sj ~ i ~ 
Placebo-chlorpromazine 18.8 3.25* 22.2 4.02* 
Placebo-reserpine 16.6 3.02* 12.6 1.76 
Chlorpromazine-reserpine 2.2 0.51 9.6 1.69 





*Significant beyond the .01 level. 
7Significant beyond the .05 level. 
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however, chlorpromazine emerged as the su- 
perior of the two drugs. 

The data of Table III indicate differences 
between the treatment groups for each of the 
five measures derived from the AAMI Scales. 
In each case, any initial group differences 
are eliminated by the analysis of covariance 
technique. These data, together with the 
information presented graphically in Fig- 
ures 2-6, may be summarized briefly as fol- 
lows: 

Level of Activity: There is a rapid in- 
crease in activity level of the placebo group 
which occurs during the first three months 
after removal from chlorpromazine. In the 
case of the chlorpromazine group, the activ- 
ity level remains constant. The reserpine 
group changed slightly during the first three 
months but became increasingly underactive 
as the study progressed. By the end of six 
months there was a significant difference 
(.01 level) between the placebo and reser- 
pine groups. 

Level of Anxiety: During the first three 
months all three groups showed an increase 
in anxiety; the change being more marked in 
the case of the placebo and chlorpromazine 
groups. From this time on, the chlorproma- 
zine group improved slightly while both 
other groups continued to become increas- 





TABLE III 


Summary of Analyses of Covariance 
Between Ratings 


3 months 6 months 

Treatment Groups F P F P 
ACTIVITY LEVEL 

Placebo-chlorpromazine 2.14 — 2.03 — 

Placebo-reserpine 2.41 — 9.43 .01 

Chlorpromazine-reserpine 0.07 —— 0.89 — 
ANXIETY LEVEL 

Placebo-chlorpromazine 0.71 — £15.13 .01 

Placebo-reserpine 6.27 .05 97tt =. OE 

Chlorpromazine-reserpine 3.46 —— 0.47 — 
MENTAL DISORGANIZATION 

Placebo-chlorpromazine 2.91 — 6.93 .05 

Placebo-reserpine 3.33 — 2.65 — 

Chlorpromazine-reserpine 2.39 —— 118 — 
INTERPERSONAL RELATIONSHIPS 

Placebo-chlorpromazine 0.59 — 4.06 .05 

Placebo-reserpine 0.39 — 1.71 — 

Chlorpromazine-reserpine 0.00 — 0.15 — 
ACTIVITY ABNORMALITY 

Placebo-chlorpromazine 6.01 .05 6.08 .05 

Placebo-reserpine 2.31 — 0.51 — 

Chlorpromazine-reserpine 1.07 —— 3.03 — 
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ingly anxious. The final condition of the 
placebo group was a state of marked anxiety, 
while in contrast both of the drugs had con- 
trolled anxiety to a significant degiee (.01 
level). 


Mental Disorganization: The chlorproma- 
zine group remained stable throughout the 
study. The reserpine group regressed grad- 
ually throughout the entire study. The 
placebo group regressed sharply during the 
first three months and this trend continued 
throughout the second treatment period. By 
the end of six months there was a significant 
difference between the placebo and chlor- 
promazine groups (.05 level). 

Interpersonal Relationships: Both drug 
groups regressed slightly during the first 
period of the study and then remained at a 
stable level. The placebo group, in sharp 
contrast, regressed markedly during the first 
period and continued to do so after the drug 
groups had stabilized. By the end of the 
study, the difference between the placebo 
and chlorpromazine groups had reached sig- 
nificance (.05 level). 

Activity Abnormality: The chlorpromazine 
treatment was superior in terms of patients 
gradually moving away from abnormally 
overactive or underactive behavior toward 
a more normal condition. The reserpine 
group steadily became more abnormal in ac- 
tivity; the placebo group very rapidly be- 
came worse during the first three months 
and then stabilized at this considerably 
poorer adjustment. 


Comments 


During this study a record of comments 
on patient behavior by the nursing service 
was maintained. At the start of the study 
there were 120 patients; at the end there 
were 109 still in the study. Of the 11 who 
were dropped, seven were in the placebo 
group, two were in the reserpine group and 
two in the chlorpromazine group. In the 
placebo group, six were removed because of 
extreme hyperactivity or hostility and one 
because of severe retardation and regression. 
In the reserpine group, one was dropped be- 
cause of severe retardation and regression 
with refusal of food and the other was re- 
moved because of hyperactive, hostile beha- 
vior. In the chlorpromazine group, one was 
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let out because of suicidal attempts and one 
because of poor eating habits and loss of 20 
pounds in weight. Each patient was rated 
on the MSRPP scale and the AAMI scales 
at the time he was removed from the study. 
There were no toxic drug reactions in any 
patients. 

Patients in this study had been hospital- 
ized for many years. The median length of 
hospitalization was eight years with an in- 
ter-quartile range of six years. 

At the start of the study some patients 
had been on larger doses of chlorpromazine 
than was used in the study. The lowering of 
dosage to 200 mg. may account for the slight 
rise in the Morbidity Score of the chlorprom- 
azine group at the end of the first three 
months as is seen on the MSRPP graph and 
on certain of the AAMI graphs. 


Summary and Conclusions 


A study was designed to determine 
whether clinical gains of long term mainte- 
nance therapy with chlorpromazine were lost 
with discontinuance of the drug and whether 
reserpine and chlorpromazine were equally 
effective for maintenance therapy. A group 
of 120 chronic schizophrenic patients were 
placed in three treatment groups, matched 
for level of morbidity. Identical capsules 
containing chlorpromazine, 100 mg., reser- 
pine, 1 mg., and placebo were administered 
twice daily for six months to the respective 
treatment groups, Patients were evaluated 
on the psychiatric interview portion of the 
Lorr MSRPP Scale and on ward behavior 
rating scales measuring Level of Activity, 
Level of Anxiety, Mental Disorganization, 
Interpersonal Relationships, and Abnormal- 
ity of Activity. A thorough statistical analy- 
sis of the data was made. The following 
conclusions are based on the findings. 


1. Gains of a group of chronic schizophrenic patients 
reaching a stable improved state were main- 
tained by chlorpromazine dosage of 200 mg. daily. 

2. Gains of long term chlorpromazine treatment 
were lost upon withdrawal of the drug, the re- 
gression being most striking during the 1-3 month 
period following withdrawal. 

3. Reserpine, 2 mg. daily, could be substituted for 
chlorpromazine for two to three months with lit- 
tle noticeable differences, but by the end of the 
six month period chlorpromazine seemed to be 
somewhat superior to reserpine in coltrolling most 
of the symptoms being studied. 
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Measurement of Attitudes Toward the Tranquilizing Drugs 


AARON S. MASON, M.D., and JOSEPH M. SACKS, PH.D. 


Despite the intense optimism expressed by 
many clinicians concerning the therapeutic 
efficacy of the tranquilizing drugs, there has 
been some opinion that the results obtained 
were due partly to the enthusiasm that at- 
tends the advent of any new therapy. A re- 
cent review of the literature,’ especially the 
studies using the double-blind method, indi- 
cates that the behavioral improvement after 
administration of these drugs is definitely 
beyond that produced by suggestion. 

However, a wide degree of variance can be 
noted in the reports on the efficacy of these 
drugs. The importance of the emotional at- 
titudes of the investigator has been recog- 
nized but is rarely credited as an important 
factor in these results. Feldman’ reported 
marked individual variations in the “degree- 
of-success” among a group of physicians par- 
ticipating in a chlorpromazine research 
study, working under fairly standardized 
conditions with comparable groups of pa- 
tients 

It is felt by the authors that an attitude 





From Veterans Administration Hospital, Brock- 
n, Massachusetts. 


scale might contribute useful information in 
evaluating the total situation involved in set- 
tings where the drugs are administered, and 
consequently help to assess their effective- 
ness. From interview data and references 
to the literature, 64 statements were com- 
piled indicating varying degrees of favorable 
and unfavorable attitudes toward the effec- 
tiveness of the tranquilizing drugs in the 
treatment of mental illness. A group of 
judges consisting of four psychiatrists and 
eleven clinical psychologists independently 
classified these statements into the following 
categories: 


Scale Value Category 

High degree of confidence 

Moderate degree of confidence 
Judgment suspended (‘‘wait and see’’) 
Low degree of confidence 


Marked lack of confidence 


Bmw OI 


Those statements which were not classi- 
fied by the judges into one of these categories 
were discarded. A rather rigorous criterion 
of not more than .5 scale points of mean va- 
riability was used. Of the original 64 state- 
ments, 24 were thus selected as the scale 
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items. The final form of the scale was ad- 
ministered to all eleven physicians in the 
Veterans Administration Hospital, Brock- 
ton, Massachusetts, who are responsible for 
the administration of tranquilizing drugs. 
(Copies of the full scale may be obtained 
from the authors. ) 

The nine items which were found to be 
most discriminating are listed below. The 
degree of confidence indicated by the re- 
spondent’s agreement with the item is shown. 
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with the test scores, each physician’s atti- 
tude toward the drugs was rated independ- 
ently by himself and by his administrative 
superior; Director of Professional Services, 
Assistant Director, Professional Services or 
Chief, Acute Intensive Treatment Service, 
according to the five levels of confidence de- 
scribed above. Finally, the proportion was 
obtained of patients on each physician’s team 
who were being administered the tranquiliz- 
ing drugs. It was felt that this would pro- 
vide an independent criterion of the scale’s 


Item Confidence lidit be the all i] 
2. Can cure many psychotics. (High) VERY Seer e —— were equally avall- 
5. Eliminates delusions and _hallucina- able to all of the physicians. 
tions. (High) 
14. Will eventually prove to be the major Results 

are epee. §8 = fener) 1. The distribution of the scores of the 


16. Will increase interest in »hysiologic 
research at the expense of psychologi- 


eleven physicians ranged from +56 to —10. 
This range of 66 was divided by five to give 


| cal research. (Low ) . : 
18. Will eliminate the need for building categories of 13 points each to correspond 
additional psychiatric hospitals. (High) with the five descriptive categories. The 


20. Should be discontinued as soon as it 
is observed to increase agitation and 
confusion. (Low ) 
22. The most important factor in psychi- 
atric treatment is the interpersonal 
relationships of the patients. (Low) 
23. The best way to help a patient is by 
increasing self-understanding through 
psychotherapy. (Low ) 


Items were scaled from + 2 to —2 accord- 
ing to the degree of confidence in the drugs 
expressed. An individual’s total score was 
derived from the algebraic sum of “agree’’— 
“disagree”? responses, multiplied by two. 
“Can’t say’ responses were given a zero- 
score. 

For additional information to be correlated 


percentages of patients on the drugs were 
also divided into five equal categories, 

2. The correspondence between propor- 
tions of patients on drugs, attitude scale 
scores, self-ratings and supervisors’ ratings 
is shown in the table below: 

3. There proved to be considerable dis- 
crepancy between the subjective ratings and 
the attitude scale scores. Self-ratings cor- 
respond with scores on the scale in 3 out of 
11 cases; supervisors’ ratings corresponded 
with attitude scores in 3 out of 11 cases; 
and the correspondence of supervisor with 
self-ratings was 6 cut of 11. This may be 
understood in terms of the different mean- 
ings which such categories as “High,” ‘“Mod- 





ATTITUDE SCALE SCORE AND RATINGS BY SELF AND SUPERVISOR 
AND CORRESPONDENCE 


% Patients Attitude Self Supervisors’ 
Physician on Drugs Scale Rating Ratings 
A 100 (High) 56 (High) High High 
B 87 High) 46 (High) Moderate Susp. Jdgmt. 
C 75 (Moderate) 34 (Moderate) Moaerate Moderate 
D 73 (Moderate) 32 (Moderate) Moderate Moderate 
E 66 (Moderate) 30 (Moderate) Susp. Jdgmt. High 
F 60 (Moderate) 40 (Moderate) High High 
G 30 (Low) —10 (Marked Lack) High Susp. Jdgmt. 
H 23 (Low) 12 (Low) Moderate Moderate 
I 23 (Low) 34 (Moderate) Susp. Jdgmt. High 
J 13 (Marked Lack) 8 (Low) Susp. Jdgmt. Susp. Jdgmt. 
K 8 (Marked Lack) 0 (Marked Lack) Susp. Jdgmt. Low 
| Correspondence with aa (73% ) (27%) (27%) 
% Patients on Drugs 8/11 3/11 3/11 


| 
| 
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erate’ and “Low” have for different people. 
Another source of error is found in the gen- 
eralization or halo-effect which occurs in rat- 
ing one’s self and others. Our criterion of 
the proportion of patients for whom the phy- 
sician has actually prescribed the drug is a 
much more tangible and less ambiguous one. 
Using the same five categories, the corre- 
spondence of scale scores with the criterion 
is 8 out of 11. 

4. For correspondence of the rank-orders 
of the proportion of patients on the drugs 
with attitude scale scores, the Spearman for- 
mula for correlation of two sets of ranks 
yields a Rho of .74, This indicates a good 
probability that the correspondence obtained 
is not due to chance. In terms of the cate- 
gories used, the questionnaire correctly pre- 
dicts 73% of the ratings indicated by pro- 
portion of patients on the drugs while self- 
ratings predict only 27% and supervisors’ 
ratings also predict 27%. Although the num- 
ber of subjects is too small for the establish- 
ment of the statistical significance of these 
differences, the questionaire does appear to 
give a more objective classification than ei- 
ther self-ratings or supervisors’ ratings. 

5. A. Item analysis reveals that 9 of the 
24 items discriminated most effectively be- 
tween the subjects in the different categories. 
B. In general, those with high and moderate 
degrees of confidence in the effectiveness of 
the drugs agreed on their ability to cure psy- 
chotic patients and to eliminate psychotic 
symptomatology while those with low and 
marked lack of confidence disagreed and 
those with suspended judgment would not 
either agree or disagree. C. On the other 
hand, those with low confidence in the drugs 
agreed on the primary importance of inter- 
personal relationships and self-understand- 
ing while those with suspended judgment 
disagreed or could not say, and one indi- 
vidual with high confidence disagreed; those 


with moderate confidence agreed with the 
importance of these psychological factors as 
well as on the effectiveness of the drugs. D. 
There was almost unanimous agreement 
among all subjects that the drugs are worth- 
while, that they produce behavioral improve- 
ment and diminish psychotic symptoms in 
most cases, that they are useful in the man- 
agement of the average patient, that they 
contribute to staff morale, create a more 
therapeutic ward atmosphere, and make pa- 
tients more accessible to the rehabilitation 
therapies. 

6. It should be noted, therefore, that even 
among those classified as having least confi- 
dence in the drugs, there is general accept- 
ance of their usefulness. Comments by two 
of the physicians who ranked lowest on the 
attitude scale illustrate this type of accept- 
ance: 


Physician J: “Useful in managing patients in lieu 
of more intensive psychotherapy. Of excellent value 
in hospitalized patients carefully selected and useful 
in out-patient work to carry patient through initial 
adjustments. In short, only an aid comparable to 
electric shock in an over-all management.” 


Physician K: ‘My confidence in tranquilizing 
drugs lies purely in the diminution of ward dis- 
turbance by its quieting effect on the hyperactive 
patient. Here it is quite genuinely effective, raising 
patient and staff morale by removing sources of ir- 
ritation and tension. However, I have no confi- 
dence at all in the idea that tranquilizing drugs do 
anything more than their name implies and certainly 
cause no basic changes in the patient.” 
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Transaminase Activity in the Spinal Fluid in 


Neuropsychiatric Conditions 


J. D. STEVENS, M.D., F. A. MAJKA, M.D., and F. L. HUMOLLER, PH.D. 


Since the introduction of the transaminase 
reaction by the investigators of the Sloan 
Kettering Institute, the test has earned it- 
self a valuable reputation, The enzyme is lo- 
cated intracellular and is released into the 
body fluids when cells are damaged or de- 
stroyed. The tissues most rich in enzyme 
content are the heart, skeletal muscle, brain, 
kidney and liver. The reaction in the serum 
is most valuable in myocardial and pulmo- 
nary infarction and liver damage.''’ 


Because of the presence of large amounts 
of the enzyme in the brain tissue, attention 
has been directed to this field in various 
publications.''-'° The blood brain barrier evi- 
dently restricts the transition of any signifi- 
cant amount of transaminase from the spi- 
nal fluid into the serum and vice versa. 
Therefore, it seems unrewarding to follow 
brain damage in the serum. Activity, how- 
ever, is increased in the spinal fluid in cer- 
tain brain diseases and may be increased in 
the absence of any abnormality in cell count 
and protein content. The above findings 
make it a valuable indicator of disease in an 
otherwise normal appearing spinal fluid. The 
question of normal] levels in the spinal fluid 
is still not entirely settled. Healthy human 
control levels are not found in the litera- 
ture. Patients undergoing general surgery 
not involving the CNS have occasionally 
shown high levels (own observations). It 
is doubtful whether they can be used as nor- 
mal controls. There is also the question 
whether the levels in healthy experimental 
dogs can be accepted as controls for hu- 
mans. From our experience in 238 neuro- 
psychiatric cases, we have become suspicious 
of any level above 10 units. In uncompli- 
cated alcoholism (30 cases), schizophrenia 
(26 cases), psychoneurosis (11 cases), and 
involutional disease (5 cases) no activity 
above 10 units has been found. 

Transaminase is released by cellular ner- 
vous tissue into the spinal fluid and diffuses 


From the Veterans Administration Hospital, 
Omaha, Nebraska. 


to the lumbar area. Transaminase activity 
is not the same in samples from the ven- 
tricles and the usual lumbar puncture speci- 
mens. This becomes apparent when testing 
spinal fluid from different levels as it be- 
comes available during pneumoencephalog- 
raphy. 
Method 


There are various transaminase enzymes 
catalyzing the transfer of an amino group 
from an amino acid to a keto-acid. The brain 
is rich in Glutamic-Oxalacetic Transaminase 
(GOT) and it is the variation in the activity 
of this enzyme upon which this report is 
based. 

Authors have been reporting their results 
in chromatographic or in spectrophotomet- 
ric'® or in pyruvic acid units. Some relate 
their units to micromols of oxalacetic acid 
(or glutamic or pyruvic acid) produced ei- 
ther per minute or per hour, either per 1 cc 
or per 100 cc of spinal fluid. The activity 
of the enzyme is said to be nearly doubled 
by an increase in temperature of 10 degrees 
C. This results in the need of a temperature 
correction when the test is run at room tem- 
perature as was done in our laboratory. The 
following formulas are offered for conver- 
sion between the various units: 


1. 1 chromatographic unit equals 1 spectro- 
photometric unit x 60 x 4.85 x 10—4. 

2. 1 spectrophotometric unit equals 1 chro- 
matographic unit divided by 0.029. 

3. 1 pyruvic acid unit equals 1.2 x 1 spectro- 
photometric unit. Allowance must be 
made for time (1 minute or 1 hour), for 
the cc’s of spinal fluid (either 1 cc or 100 
ec) and the temperature (room tempera- 
ture or 37 degrees C). 


The method used here as described by 
Humoller,'’ is an improved modification of 
the Cabaud method,'’ itself adapted from 
Friedeman and Haugen" and Tonhazy.'” Our 
spectrophotometric unit is equal to 5.8 x 
10—4 micromols of pyruvic acid produced 
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per minute by 1 cc of spinal fiuid at room 
temperature. 

The fact that various authors use differ- 
ent methods of examination and reporting 
makes it imperative to convert the values be- 
fore any useful comparison can be made. 


Material 


Our study comprised 238 patients admit- 
ted to the Psychiatry and Neurology Service 
of the Omaha Veterans Administration Hos- 
pital with various neuropsychiatric condi- 
tions. Only lumbar puncture samples not 
contaminated by red cells were used. Not 
all findings are reported in detail. 


Results 
The 30 cases of alcoholism reported above 
were tested shortly after the acute phase of 
intoxication or delirium tremens had passed. 
A mean of 5.9 units was found with a stand- 


DISEASES OF THE NERVOUS SYSTEM 





TABLE I 
Transaminase 
ALCOHOLISM (30 CASES) 
Cells Protein Serum Sp. FI. 

2 a tl Wa 26.4 8.2 
2 24 39.9 1.3 
0 10 15.1 8.3 
2 10 12.7 5.5 
0 12 8.3 6.8 
4 17 8.2 9.6 
8 at 11.5 6.8 
0 pial 21.8 2.8 
5 13 92.5 7.9 
2 19 13.1 5 BY 
0 3 ly 10.9 6.3 
0 1 Ey 14.2 6.8 
0 10 10.9 5.5 
2 16 43 6.3 
0 19 13.7 5.2 
0 11 10 5.5 
2 25 16.4 a 
0 17 11.4 5.0 
2 15 13:7 4.2 
2 16 34.2 5.7 
6 10 48 8.1 
2 12 14 8.4 
1 18 15 9.5 
0 35 41 4.1 
6 21.5 21.8 3.6 

34 2.8 
0 15 15 6.8 
1 28 15.7 2.8 
1 28 34.2 9.5 
0 19 16.6 7.0 

— GOT 


Mean 5.9 Units 
Std. Dev. 2.58 
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ard deviation of 2.85. Cases ranged from 
1.3 to 9.5 units. It is rather remarkable 
that alcoholism, while resulting in rever- 
sible or irreversible damage of the brain tis- 
sue, apparently does not increase the activity 
of transaminase in the spinal fluid either in 
the acute or the chronic case. This is in 
contrast to the effect on the liver where al- 
coholism resulting in cirrhosis often is ac- 
companied by high transaminase values in 
the serum. Spinal fluid transaminase activ- 
ity above 10 units in an alcoholic is probably 
due to complications such as a brain trauma. 
Transaminase increases in the serum as 
noted in some cases in Table I are not re- 
flected in the spinal fluid. 


Involutional Psychoses 
(5 Cases—Mean 3.4 GOT Units) 

The five cases examined showed a low 
transaminase activity in the spinal fluid 
with a mean of 3.4 GOT units and a standard 
deviation of 0.8. The cases ranged from 2.4 








to 4.0 units. The serum values were within 
TABLE II 
Transaminase 
INVOLUTIONAL (5 CASES) 
Cells Protein Serum Sp. FI. 
1 11.5 11.9 4.0 
3 13 9.6 4.0 
0 13 10.9 2.8 
0 30 11.5 41 
0 13 14 2.4 
—« Gor 
Mean 3.4 Units 
Std. Dev. 0.8 
TABLE III 
Transaminase 
PSYCHONEUROSIS (11 CASES) 
Cells Protein Serum Sp. Fi. 
2 9 17.8 2.6 
0 16.5 16.4 6.8 
0 16.5 5.5 1.3 
0 20 9.6 2.6 
0 26 8.8 5.8 
0 13 18 5.7 
0 18 14 6.0 
2 13.5 15.6 3.4 
0 15 12.4 6.6 
0 11 31.5 5.7 
0 11 12.4 5.7 
—— GOOF 


Mean 4.7 Units 
Std. Dev. 1.35 
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normal limits. From the data above it ap- 
pears that the involutional process does not 
affect the normal level of the transaminase 
in the spinal fluid. Any elevation should be 
carefully examined as due to a complication. 


Psychoneuroses 
(11 Cases—Mean 4.7 GOT Units) 


The 11 cases under observation showed a 
mean of 4.7 GOT units and a standard devi- 
ation of 1.35. Cases ranged from 1.3 to 6.8 
units in the spinal fluid. Serum values were 
within normal limits ranging from 5.5 to 
31.5 units. Spinal fluid cells and protein 
were normal, There is no difference between 
these findings and what would be expected 
in the normal. The presence of any eleva- 
tion of the transaminase in the spinal fluid 
should lead to a re-evaluation of the diag- 
nosis. Some authors have used the findings 
in psychoneurotic patients as control values. 
The above results would seem consistent 
with this use. 





TABLE IV 
Transaminase 
SCHIZOPHRENIA (26 CASES) 

Cells Protein Serum Sp. FI. 
0 80 10.9 6.8 
1 10 13.1 6.8 
0 14 28.2 9.6 
1 37 39.8 9.6 
2 17 10.9 8.2 
0 12 21.8 6.8 
0 H 9.6 6.0 
2 14 12.2 8.2 
0 35 21.4 5.6 
0 6.5 31.2 8.4 
5 6.5 24.2 8.2 
2 13 21.9 9.8 
0 25 10.9 8.2 
0 15.5 20.5 8.2 
4 10 11.1 9.6 
0 13 11.4 6.8 
0 18 11.4 9.6 
0 24 13.2 5.0 

13.9 6.8 

13:7 5.5 
10 13 23.6 4.1 
1 9 a1 6.8 
0 6.5 15.6 8.2 
rs 16 13.6 8.2 
1 8 20.5 6.9 
0 24 13.9 6.9 


— GOT 
Mean 7.5 Units 
Std. Dev. 1.46 
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Schizophrenia 
(26 Cases—Mean 7.5 GOT Units) 

The 26 cases of schizophrenia showed a 
mean of 7.5 GOT units with a standard devi- 
ation of 1.46 and a range from 4.1 to 9.8 
units. Cases with demonstrable complica- 
tions are reported separately below. Since 
7.5 units are within normal limits, these val- 
ues have no diagnostic significance, It seems, 
however, that the transaminase level in the 
spinal fluid in schizophrenia is higher than 
in psychoneurosis and in involutional dis- 
ease. Whether this has physiological sig- 
nificance remains to be seen. The cell count 
and protein content of the spinal fluid and 
the serum transaminase level were within 
normal limits. 





TABLE V 
Transaminase 


SCHIZOPHRENIA WITH COMPLICATIONS 
(4 CASES, 7 SAMPLES) 


Cells Protein Serum Sp.FI. 
2 17 9.4 10.9 Pos. Babinski & Wr 
2 56 9.3 10.9 mastoiditis, chron. 
2 46 10.4 5.5 

28 17 10.9 21.8 Encephalitis 
3 a3 8.2 8.2 
2 14 12:2 15 Chr. Ear Infection 
1 20 15 15.6 ses ” e 


Mean 12.5 GOT Units 
Std. Dev. 4.72 





Schizophrenia with Complications 
(4 Cases—Mean 12.5 GOT Units) 

In three of the four cases the spinal fluid 
was taken at two different times. Two of 
them showed a return of the transaminase 
level in the spinal fluid to normal with the 
remission of the complication. The large 





TABLE VI 
Transaminase 


SCHIZOPHRENIA BEFORE AND AFTER 
INSULIN (5 CASES) 


Serum Sp. Fl. 
Before After Before After 
(24.2) 14.9 (8.2) 16.4 
(21.8) 32.6 (6.8) 15 
(12.8) 16.4 (8.2) 15.6 
(27.4) (6.8) 15 
( 9.5) 11.8 (9.5) 15.1 
Mean 7.9 15.4 GOT 
Std. Dev. 1.14 0.6 Units 
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standard deviation (4.72) has been brought 
about by including these states of remission. 
A finding of transaminase above 10 units in 
a case of schizophrenia should always lead 
to a search for complications, Attention is 
drawn to the cell and protein findings in the 
spinal fluid in Table V. 


Schizophrenia After Insulin Treatment 
(5 Cases—Mean 15.4 GOT Units) 

In these five cases, the transaminase ac- 
tivity in the spinal fluid before insulin treat- 
ment showed a mean of 7.9 units (standard 
deviation 1.14). These values, consistent 
with the findings in uncomplicated schizo- 
phrenia as reported above, were increased by 
the insulin treatment to a mean of 15.4 units 
(standard deviation 0.6). The post-treat- 
ment tap was done about two to three days 
after completion of insulin. 
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TABLE VII 
Transaminase 
EPILEPSY (12 CASES) 

Cells Protein Serum Sp. FI. 
3 11.5 17.8 6.8 
2 27 17.8 8.8 
0 21 9.6 15.0 
135 34 9 20.0 
0 11.5 14.2 20.5 
2 11.5 11 12.4 
0 33 18.4 11.4 
3 17 49 15 
1 28 21.8 19.8 

VSS 21.4 

16.3 2.5 
0 16.5 16.5 a Laps 

— GOT 
Mean 13.8 Units 
Std. Dev. 5.95 
Epilepsy 


(12 Cases—Mean 13.8 GOT Units) 


Interesting findings were found in the 
study of epilepsy. In three cases the results 
were normal including one as low as 2.5 GOT 
units in the spinal fluid. The values in epi- 
lepsy seem to depend on the seizure activity. 
In active cases transaminase levels in the 
spinal fluid up to 20.5 units have been found 
and the majority showed elevations above 
10 units. In an occasional case of diagnostic 
difficulties this elevation can be helpful. This 
proved to be so‘in one case of ‘‘dissociation”’ 
which was originally suspected of a “func- 
tional” basis, The elevated transaminase in 
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the spinal fluid allowed the proper diagnosis 
and treatment. The absence of increases in 
the spinal fluid transaminase can occur in 
epilepsy, but its presence will assist to de- 
termine the diagnosis and to estimate the 
activity of the process. 





TABLE VIII 
Transaminase 
BEFORE AND AFTER ECT (7 CASES) 
Cells Protein Serum Sp. Fl. 
; ws & be E te E ts 
= 2 = 2 a & Des 2 
= i 2 ‘S 2 | r-} ‘a 
0 60 16 10-20 13 21.9-23 2.9 11 
27.4 12.4 
0 a AY 16.4 15.4 
Z 0 12 2 149 # 17.8 2.9 9.5 
0 12 ts:2 10.9 
19 15.0 
0 30 TES 20 8.4 
GOT Units Mean: 7.5 LEZ 
Std. Dev.: 146 2.7 





After Electric Shock Treatment 
(17 Cases—Mean 11.2 GOT Units) 

The results in epilepsy are further illumi- 
nated by the findings after electric shock. 
Spinal fluids before treatment were only 
available in three cases which showed rather 
low values. It seems reasonable to use in- 
stead the pretreatment unit level in schizo- 
phrenia as a basis for comparison (7.5 GOT 
units). Spinal fluid after electric shock ther- 
apy showed a mean of 11.2 GOT units. The 
rather high standard deviation indicates the 
variability with which patients react to this 
treatment. Two cases retained normal val- 
ues, while the others showed considerable 
increase in the transaminase activity. 


Discussion 


It is well to remember the necessity of 
converting the respective units of different 
authors before their results are compared. 
Using our spectrophotometric units we have 
from the experience in 238 cases accepted 
10 GOT units in the spinal fluid as the upper 
limit above which CNS disease is suspected 
to be present, 

The transaminase level in the spinal fluid 
was found normal in uncomplicated cases of 
alcoholism (mean 5.8 GOT units), involu- 
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tional psychoses (mean 3.4 GOT units), psy- 
choneuroses (mean 4.7 GOT units), normal, 
but somewhat higher in schizophrenia (mean 
7.5 GOT units). Whether this higher level 
in schizophrenia has any theoretical signifi- 
cance remains to be seen. Whenever a level 
above 10 units was present in the diagnoses 
a complication was found accountable for 
the increase. Such complications ranged 
from trauma in alcoholism to encephalitis 
and ear infection with sclerosis of the pet- 
rous ridge in schizophrenia. Insulin treat- 
ment increased two-fold the amount of spi- 
nal fluid transaminase in schizophrenia. In 
epilepsy, the level of transaminase in the 
spinal fluid depends on the activity of the 
disease. Well controlled cases show normal 
levels; active cases show elevation. Such an 
elevation can occasionally be useful in dif- 
ferentiating the disease from functional 
states. The situation in epilepsy is reflected 
by the results seen after ECT. An occa- 
sional patient retains low levels after this 
treatment, while the majority shows various 
increases. 

Like other authors, we found the level of 
the spinal fluid transaminase independent 
from the level in the serum. An increase in 
one of these body fluids can be present in 
the absence of increase in the other. Trans- 
aminase increase in the spinal fluid is also 
independent from the cell count and protein 
content in the spinal fluid. If these are nor- 
mal the increase in transaminase cay be a 
valuable indicator of CNS disease. 


Summary 


1. The results of spinal fluid transaminase 
(GOT) determination in 238 patients with 
various neuropsychiatry diagnoses are re- 
ported. 

2. The GOT levels in the spinal fluid is 
found normal in uncomplicated “functional!” 
diseases and alcoholism. 

3. Elevation in GOT in the spinal fluid can 
be found in functional diseases when com- 
plicated by organic factors, after insulin 
treatment, after ECT and in uncontrolled 
epileptics, 

4. The test indicates the organic nature 
of the process in certain doubtful cases. 

5. An increase in spinal fluid transaminase 
activity occurs independently from the se- 
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rum level. It can be present when cell count 
and protein content are normal in the spinal 
fluid. In this case it may be a valuable in- 
dicator of the CNS disease. 
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Simple Kymographic Technique for Study of 


Interview Interaction 


JOHN R. WHITTIER, M.D. 


Interest in characteristics of interaction 
of pairs and groups, with special reference 
to psychotherapy, has lead to techniques for 
quantitative study. Recent exemplary re- 
ports of such studies are those of Mata- 
razzo” employing the interaction kymograph 
and of Jaffe' employing the verbal analysis. 
Both these methods require special training, 
or are detailed and somewhat laborious. 

This paper describes a simple method for 
observing the vocal-temporal characteristic 
of interaction in casual or standardized in- 
terviews, with examples of recording and 
data. 

The method requires a tape recorder, a 
kymograph, a tape measure and a hand tally. 

1. Tape recording: recording of the sub- 
ject’s verbal productions is made-at an ap- 
propriate tape speed; 3-34” per second is 
adequate. 

2. Kymograph recording: auditing should 
be done with the same tape recorder which 
provided the record, since recording speed 
differs slightly between models and makes. 


From Creedmoor State Hospital and Institute for 
Psychobiologic Studies. 


A Brush electronic recorder (model BL-202), 
paper speed 5 mm per second, was the kymo- 
graph instrument adapted to provide the rec- 
ords. This instrument is unnecessarily elab- 
orate; any kymograph instrument can be 
used, if adapted to manual recording, and 
successful trials were made with a simple 
finger-activated marker fitted to a standard 
kymograph instrument. 

For an interacting pair, four categories of 
time are definable (generally recognized by 
other observers of interaction) filled by two 
kinds of vocalization and two kinds of si- 
lence. 

1. Vocalization by patient (P). 

2. Vocalization by therapist (T). 

3. Silence succeeding vocalization of pa- 

tient (PS). 

4, Silence succeeding vocalization of ther- 

apist (TS). 


For adaptation of the Brush instrument 
four points are marked on the left edge of 
the instrument window, two centimeters 
apart, and designated for vocalization of 
therapist and of patient, and for the silences 
following those vocalizations. A conven- 
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tional and technically convenient order of 
points is illustrated in Figure 1. 





f= PAPER TRAVEL 
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Figure 1. Diagram of time categories of vocal 
interaction and their conventional arrangement for 
kymography. 

Small nicks in adhesive taped to the edge 
are used to set the recording pen, which is 
guided manually into the four positions spe- 
cified by the auditing analyst, so that a con- 
tinuous record is obtained as the paper flows 
past the window. The instrument and pen 
are checked prior to recording to insure ade- 
quate supply of paper and ink, and uninter- 
rupted auditing and recording is begun. Dur- 
ing auditing, the observer must be relaxed, 
giving his attention continuously and only 
to correct identification of sound or silence 
source and succession and manually approx- 
imating the pen to the designated points by 
sliding it, held in vertical position, along the 
guiding edge. The completed record, a contin- 
uous strip of paper, is cut into strips 36 
inches in length, representing approximately 
three minutes of session. The strips are 


pasted on show cards 28 inches by 48 inches, 


about seven strips per card providing a vis- 
ual representation of an interview of 45 
minutes in a sequence of 15 strips. The strips 
are convenient for analysis and suitable for 
teaching or photographic illustration. 

3. Analysis: vocal-temporal characterist- 
ics are classified as follows: 

(a) Duration of total contribution (measured in 


minutes): 
c © °RS PS 


(b) Succession (measured by number): 
T by P, T by TS, P by T, P by PS 
is by P, TS by T, PS by P, PS by T 
“Spikes” (measured by number) can also be de- 
fined, if required, usually representing interjections 
and classified: 
P into S 
P into T 
T into S 
T into P 
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Measurement of duration characteristic is 
made to the nearest one-quarter inch with 
a standard tape measure, duration in inches 
being converted to minutes, 12 inches equal- 
ing one minute. 

Succession characteristics are counted for 
each of the categories (with a hand tally 
counter) and duration and succession are en- 
tered on a tabular analysis form). It seems 
likely that duration and succession measures 
could be obtained simultaneously and in cu- 
mulative count by apparatus combining di- 
rectional microphones with suitable relays 
and counters; such measures alone, however, 
would not permit visual display. 


Results 
Reliability 
The graph records of a second auditing of 
“HM-JW” are shown in Figure 2, approxi- 
mated for the first nine minutes below the 
record for the first auditing one week previ- 
ously. It will be noted the records are prac- 
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tically identical, Figure 2 also presents the 
full record for second auditing of thes ame 
tape. 

Figures 3 and 4 show graphs for first and 
second auditing of “GS-IR.” Table I shows 
the comparative data from the first and sec- 
ond auditing of “GS-IR” and for the “HM- 
JW”’ interview. 

It will be noted in Table 1 that the data 
from first and second auditing are practi- 
cally identical. 

The data further indicates that therapist 
GS contributes more vocalization than HM 
and more patient vocalization per unit of 
therapist silence was emitted by JW. Total 
patient silence was identical for both inter- 
views (1.3 minutes). 

The succession figures show little differ- 
ence except in these successions TS by P, 
where frequency was higher for patient JW 
and TS by T where therapist GS’s frequency 
was higher. 


Conclusion 


The method presented permits simple and 
quantitative analysis of the vocal-temporal 
characteristic of interaction in casual or 
standardized interviews, and description of 
differences between patients, therapists, and 
interacting pairs. 
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TABLE I 


Comparative Data From Kymography of 
Tape Recordings of Interviews 





Th: GS-P: IR cs 
cal nN mo 
z = = 
Interview 3 = = 
< < “ 
CONTRIBUTIONS: = 
1. Duration (minutes) 
Therapist 11.4 10.9 6.3 
Patient 21.9 215 26.5 
Therapist silence 1.0 1.3 4 
Patient silence 1.3 13 L3 
Totals 35.6 35.0 34.5 
2. Succession (number) 
ft by P 39 34 
T by TS 16 12 
P by T 38 33 
TS by P 4 pif | 
iS by T 11 Z 
PS by P 9 15 
PS by T ‘ 6 10 
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Figures 3 and 4. Kymographic records of inter- 
view GS-IR, obtained by initial and second auditing. 
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Hydroxyzine in the Treatment and Management of 


Institutionalized Mental Patients 


C. H. CARTER, M.D. 


Introduction 


The physician responsible for the mental 
and physical well-being of patients in a men- 
tal institution is continually faced with 
graphic evidence of the inadequacy of pres- 
ent treatment techniques in the control of 
numerous behavior problems, emotional up- 
sets, hyperactivity, and various forms of 
mental aberration. 

Both mental defectives and individuals of 
normal intelligence who suffer neuroses or 
psychoses present difficult problems in pa- 
tient management, Violence directed at 
themselves or others not only represents po- 
tential physical harm, but also is a disturb- 
ing influence, frequently precipitating a 
chain of similar reactions in other patients 
of the ward or cottage. 

In the mentally defective, i.e., the men- 
tally retarded or brain injured individual, 
there is little promise at present of an actual 
cure. Indeed, there is small hope that the 
mentally defective can ever be provided with 
a normal intellect. As in the case of pa- 
tients with other chronic diseases, treatment 
must be designed to encourage the patient 
to make the best adjustment to his impair- 
ment. The best sheltered environment, sym- 
pathetic handling and proper medical care 
will allow this patient to lead a reasonably 
happy life. The mentally defective requires 
prompt treatment of emotional disturbances. 
Therapy should not consist simply of admin- 
istering sedatives to reduce the patient to a 
near-vegetative existence, but should be di- 
rected at removing the emotional disturb- 
ance while leaving the patient’s psychomo- 
tor capacity intact. With the advent of tran- 
quilizing drugs whose potentialities have not 
yet been fully realized, such treatment may 
now be provided. Unfortunately, side reac- 
tions have limited the usefulness of some of 
these preparations, 

For the individual with once-normal intel- 





From Sunland Training Center, Gainesville, Fla. 


ligence who now suffers one or more of the 
functional mental aberrations, cures are now 
possible, But the patient requires prompt 
atiention to his attacks during the treat- 
ment period which may ultimately lead to 
recovery. Like the mentally retarded, this 
patient must be prevented from inflicting 
physical damage upon himself or others. 
Treatment should be aimed at removal of the 
emotional upset with a minimal reduction in 
psychomotor activity. 

Numerous drugs have been studied at this 
institution for their therapeutic effectiveness 
in the conditions cited above. However, our 
choice of a tranquilizer for general use -is 
hydroxyzine, based on our experience and 
the numerous reports in the literature con- 
cerning its pharmacodynamic properties and, 
of greater importance, its low toxicity.' Re- 
view of pharmacolcgic and clinical data 
shows hydroxyzine to possess analgesic, an- 
ticholinergic, antiemetic, antihistaminic, an- 
tispasmodic,” and antiserotonin® properties 
in addition to many others. More recently, 
its value in dermatology, especially for neu- 
rodermitis, has been cited by several promi- 
nent allergists.*’:° These authors recount 
dramatic relief of acute and chronic urtica- 
ria and other allergic manifestations, Alco- 
holism,’ obstetrics, otolaryngology’ and den- 
tistry'’ are a few of the other fields in which 
this unique preparation has also shown 
promising results. Burrell’s studies" on its 
therapeutic efficacy in arrhythmias and the 
reports of Samuels'*:’’ on the action of hy- 
droxyzine in peripheral vascular disease are 
most impressive. The relief of common anx- 
iety and tension states in both children and 
adults is well documented..1*:°° 

The above cited references, plus the re- 
ports of Simms" and Henne’ on their clini- 
cal evaluation of hydroxyzine in schizophre- 
nia and mixed psychoses, has encouraged us 
to use this drug routinely in the treatment 
and management of our own institutional- 
ized mental patients over the past two years. 








Materials and Methods 


Chemically, hydroxyzine hydrochloride is 
1 - p - chlorobenzhydryl-4-|[ 2- (2-hydroxyeth- 
oxy) ethyl] diethylenediamine dihydrochlo- 
ride. It is commercially available in tablets 
of 10, 25 and 100 mg., in a solution contain- 
ing 25 mg./cc. for parenteral injection, and 
in syrup form. 

Our investigation was conducted in two 
phases. The first phase involved short-term 
treatment of a variety of patients selected 
at random in which hydroxyzine was admin- 
istered intramuscularly. The second phase 
on the study was concerned with long-term 
oral therapy. The effect of prolonged treat- 
ment of epileptics with orally administered 
hydroxyzine was also investigated as an an- 
cillary part of the second phase. 


Results 


A summary of the results of the first study 
is presented in the tables. Table I shows 
the results of intramuscular administration 
of hydroxyzine. In this series of patients, 
attention was focused upon short-term intra- 
muscular injections: to determine the effec- 
tiveness of the preparation in a variety of 
conditions; and, to ascertain the speed with 
which the drug acted, as well as to determine 
effective dosage levels. We were guided by 
previous work with hydroxyzine and in all 
cases our dosages were well below the es- 
tablished threshold of toxicity. Many of the 
patients listed in Table I were later switched 
to oral administration and maintained for 
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varying periods of time in a more extended 
study of the therapeutic effectiveness of 
hydroxyzine. 

The second phase is an attempt to evalu- 
ate the efficacy of long-term oral therapy in 
patients suffering from a variety of mental 
conditions. In Table II attempts were also 
made to evaluate the drug in epileptics, In 
each instance, the patient’s condition was 
complicated by other factors. However, our 
immediate concern was the control of emo- 
tional disorders. Nevertheless, some of the 
patients had no seizures during the entire 
period of the study. 


Discussion 


In the present series of tests, hydroxyzine 
was generally satisfactory. Specifically, in 
the parenteral series (Table I) 119 of the 
126 patients showed beneficial responses; the 
remaining seven had little or no response. 
All cases were graded arbitrarily as excel- 
lent, good or poor. 

In considering the seven who showed no 
response, it must be emphasized that in four 
patients the dosages were lower than usual 
for this series. One patient with an emo- 
tional upset responded poorly to a dosage 
of 10 mg. twice daily, one hyperactive pa- 
tient showed a poor response to 10 mg. four 
times a day. Little benefit from 10 mg. four 
times a day was observed in a 29 year old 
schizophrenic, although a more distinct ef- 
fect followed each injection for two to three 
hours. One emotionally upset patient with 





TABLE I 
Effectiveness of Intramuscular Atarax in Institutionalized Mental Patients 


ADULTS—AGED 16 To 59 YEARS 


Diagnosis No: Pts, Daily Dosage 
Emotional Upset 60 20 to 200 mg. 
Hyperactive 5 40 to 200 mg. 
Psychoneurosis 16 50 to 200 mg. 
Paranoia 7 50 to 200 mg. 
Schizophrenia 15 40 to 150 mg. 
TOTAL 103 
CHILDREN—AGED 7 TO 15 YEARS 
Emotional Upset 13 40 to 300 mg. 
Hyperactive 4 40 to 100 mg. 
Psychoneurosis 3 100 to 200 mg. 
Paranoia a| 50 mg. 
Schizophrenia 2 50 mg. 


TOTAL . 23 


Average Length RESULTS 
of Treatment Excellent Good Poor 

3 days 39 19 2 
3 days 5 0 0 
4 days 5 9 2 
3 days 4 3 0 
3 days 5 8 2 

58 39 6 
2-5 days 5 8 0 
2-3 days 2 1 1 
2-6 days 1 2 0 
3 days 0 a! 0 
3 days 2 0 0 

10 12 1 
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TABLE II 
Results of Long-Term Oral Atarax Therapy in Institutionalized Mental Patients 


470 

ADULTS 

Diagnosis No. Pts. Daily Dosage 

Emotional Upset 7 75 to 300 mg. 

Hyperirritability 1 150 mg. 

Behavior Problem 9 20 to 600 mg. 

Neurodermatitis 2 75 to 150 mg. 

Anxiety Tension 2 75 to 300 mg. 
State 

CHILDREN 

Emotional Upset 5 30 to 300 mg. 

Hyperirritability 2 30 mg. 

Behavior Problem 8 20 to 600 mg. 
TOTAL 36 


Average Length RESULTS 


of Treatment Excellent Good Poor 

1 to 6 months +) 2 0 
4 months 0 i 0 
2 to 12 months 2 cf 0 
4 to5 months 1 : 0 
3 to 4 months 2 0 0 
1 to 8 months 4 1 0 
4 months ut 1 0 
2 to 12 months 6 2 0 

21 15 0 





migraine obtained no relief from 20 mg. 
twice daily. The three remaining patients 
were psychopathic. One 16 year old girl 
showed little response to 100 mg. twice daily 
and has shown no response to any other med- 
ication to date; the second, a schizophrenic 
of the catatonic type, showed no response 
to 50 mg. twice daily; the third patient suf- 
fering from acute manic depression, was not 
improved by a dosage of 25 mg. four times 
a day. 

In contrast to the refractory patients, the 
other 119 were benefited by hydroxyzine 
therapy. The onset of action generally en- 
sued in a few minutes following initial in- 
jection. In a number of cases, minimal ef- 
fect was not evident until the second or third 
injection, i.e. not until approximately 18 to 
24 hours of medication. Although several 
patients showed satisfactory results on 
lower dosages, it would appear that 50 mg. 
twice daily represents a therapeutic level for 
intramuscular administration. Some of the 
younger patients may be adequately con- 
trolled with 25 mg twice a day. 

The principal symptoms associated with 
conditions such as emotional upset, hyperac- 
tivity, psychoneurosis, paranoia, and schiz- 
ophrenia were relieved in the 119 cases cited. 

In the parenteral series, three of the 126 
patients became drowsy. No other side ef- 
fect was observed. 

In the second phase of the study, 36 pa- 
tients were treated orally for periods rang- 
ing from one to 12 months. Three were 


treated for hyperirritability for emotional 


upsets, 17 as behavior problems, two for neu- 
rodermatitis, one for anxiety neurosis, and 
one for a tension state. In Table II it can 
be seen that in addition to mentally dis- 
turbed individuals, several types of mental 
defectives were also included. Results in all 
36 cases were beneficial based on the same 
arbitrary rating scale cited above for the 
parenteral group. There were 21 excellent, 
15 good and none were considered poor. 

Hydroxyzine was found to produce drow- 
siness in one patient who received a very 
high dosage, 200 mg. twice daily, Inciden- 
tally, this patient (aged 11) serves as an 
excellent testimonial to the safety of the 
drug since she was constantly maintained at 
this high level for one year with no toxic 
symptoms. 

In the 17 epileptic patients the treatment 
period ranged from three weeks to 10 
months. Each had been under close obser- 
vation for several months prior to initia- 
tion of hydroxyzine therapy. The effect of 
the medication upon the number of seizures, 
either minor or major, was noted. In addi- 
tion, the effect of the medication was ob- 
served on emotional upset, hyperirritability, 
behavior problems, and other mental disor- 
ders. In a few cases there appeared to be 
a reduction in the number of seizures dur- 
ing hydroxyzine therapy; however, in no in- 
stance was aggravation observed. A larger 
group is being studied to determine the rela- 
tive therapeutic efficacy of hydroxyzine for 
specific types of epilepsy. The drug was 
equally as effective in the mental aberrations 








1959 


of these epileptics as in the larger long-term 
group. 

It is our conclusion that hydroxyzine is 
definitely useful as adjunctive therapy in the 
management of epilepsy, but it apparently 
produced erratic results when used alone as 
a specific for control of unselected seizure 


types. 
Summary 


Hydroxyzine has been studied to determine 
its effectiveness in the treatment of a vari- 
ety of mental aberrations suffered by insti- 
tutionalized mental patients. Three studies, 
involving 179 cases, were conducted, Pa- 
tients in one series (126) received intramus- 
cular injections of hydroxyzine for several 
days, while in the second series 36 patients, 
receiving the oral dcsage form, were studied 
for periods of one to 12 months. Finally, 17 
epileptics were treated for periods up to 10 
months. 

The preparation was found to be distinctly 
beneficial in relieving emotional upsets, hy- 
perirritability, behavior problems, neuroder- 
matitis, anxiety neurosis, tension states and 
psychoneurosis. Furthermore, it produced a 
definite calming action in 15 schizophrenics. 
Its effect in the relief of seizures, grand mal 
and petit mal, deserves further study. 

The only side effect noted was drowsiness 
and this was seen in only four of the 179 
patients studied despite relatively high dos- 
age. Previous reports indicating the drug’s 
low level of toxicity were confirmed by our 
observations. 

The mean effective oral dosage level of 
hydroxyzine for this group appears to be 
150 mg. daily, although lower levels showed 
full effect in some patients and higher levels 
were required in others. In intramuscular 
administration, a therapeutic dosage level of 
100 mg. daily was observed to be generally 
adequate, although, again, variations were 
noted. . 


_Author’s Note: The drug, hydroxyzine hydrochlo- 
ride, used in this study was supplied by J. B. Roerig 
and Company (Div. of Chas. Pfizer & Co., Inc.) un- 
der their tradename Atarax. 
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Clinical Evaluation of Promazine Therapy 


for Schizophrenia 


G. H. AIVAZIAN, M.D., and HARVEY C. REESE, JR., M.D. 


In July 1956 the authors began an investi- 
gation of the therapeutic efficacy of proma- 
zine (Sparine), a phenothiazine derivative, 
in the treatment of schizophrenia. This study 
was carried out during two years in Gailor 
Memorial Hospital, 2 61 bed intensive treat- 
ment center which also serves as the psy- 
chiatric teaching facility for the University 
of Tennessee Medical Coilege. The purpose 
of the investigation was to determine: (1) 
the efficacy and safety of large doses of 
promazine, (2) the nature and extent of side 
effects and complications, and (3) whether 
presumptive criteria could be established for 
the selection of patients for promazine ther- 
apy. After the occurrence of a grand mal 
seizure in the first patient in our series, fol- 
lowed by immediate and marked improve- 
ment, a fourth aim was added, i.e., a thor- 
ough evaluation of the incidence, therapeutic 
value, if any, and untoward effects of such 
seizures. During the past two years, prom- 
azine was administered to 110 patients in 
several diagnostic categories. The following 
report summarizes the findings on 65 schizo- 
phrenics that met the criteria established for 
the study, and an evaluation of the findings. 


Study Method and Procedure 


Selection of Patients: Sixty-five male and 
female schizophrenics ranging from 15 to 60 
years of age were included. One-third of 
those represent a random sample and the re- 
mainder constitutes those considered un- 
likely to benefit by ECT or IST. None were 
excluded because of any apparent unfavor- 
able prognostic indications. Patients who 
received promazine combined with other 
treatments were not included in this report. 
The sample consists of three groups: 23 
acute cases, 18 relapses, and 24 chronic pa- 
tients. The first two groups were less than 
one year ill and the chronic group was ill 
from one to 21 years. 





From Gailor Psychiatric Hospital and Department 
of Psychiatry, University of Tennessee College of 
Medicine, Memphis, Tennessee. 


Laboratory Investigations: Blood counts, 
hemoglobin determination, urinalysis, BSP, 
and EEG’s were performed before, during, 
and after promazine therapy. Serial EEG’s 
were run on 12 patients from the time of oc- 
currence of seizures, or maximum dosage, 
until termination of treatment and one week 
after the establishment of maintenance dos- 
age. The Bender Psychological test for the 
detection of organic brain damage was ad- 
ministered to six patients. All of the pa- 
tients included in this study had normal se- 
rology, skull x-rays, blood, urine and BSP. 


Dosage and Method of Administration: 
Promazine was administered by mouth to all 
patients except for a few who received it 
intramuscularly until they became suffi- 
ciently cooperative. The initial dose of 100 
mgs., q.i.d., was increased daily by 200-400 
mgs., until a seizure occurred or toxic symp- 
toms appeared. The maximum tolerance dos- 
age was maintained for 10 to 15 days, then 
reduced 400 mgs. per day to a maintenance 
level of 400-800 mgs. per day. Immediately 
following seizures the dosage was reduced to 
one-half, and after 24-48 hours again in- 
creased in the above manner until a second 
seizure occurred, or toxic symptoms ap- 
peared. The maximum dose was arbitrarily 
set at 4000 mgs. per day. Our aim was to 
treat all patients in the same way in regard 
to drug dosage. However, due to toxic ef- 
fects, in some patients the dosage could not 
be raised as planned. Of the total sample 
of 65 patients, in 49 patients the dosage was 
raised to the limit of individual tolerance 
and 30 patients developed seizures. 


Procedure for Observation and Evalua- 
tion: The patients in this sample were in no 
way selected for or recipients of any other 
special treatment. <A record of behavior, 
symptomatology, and attitudes was kept. 
The final analysis and evaluation of results 
were based on the items listed in Table II as 
ranked by the resident and charge nurse, 
and clinical interviews by one of the authors. 
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Improvement was assessed according to the 
following scale: 

No improvement. Slight improvement: 
symptoms decrease. Moderate improvement: 
decrease or disappearance of symptom(s), 
thus, able to return to home environment 
and assume gainful employment or house- 
hold duties. Marked improvement: mode- 
rate improvement plus insight into the un- 
real nature of delusions-hallucinations. 


TABLE I 
Percentage of Patients Improved in Specific 
Signs and Symptoms 


Improvement 





% of Total 

a2 
Symptons 3 ba E| 5 
My CTAVOMS cose scc.<s7esseacesceces oat eeeNe 04 65 10 25 
PS SAPNA s,ccschesgsssactatee cocyscacdeae%s 05 50 20 30 
3. Irregular mood outbursts— 

10e «6 


CRYIN GDCS s ie550520.00.0300sdersa2e0es 
. Hyperactivity 
. Aggression 
. Impulsiveness 


Ol 


for) 


SE Ee eT TTT .05 40 30 30 
. Dress, personal appearance, 
RSP URE NIRO SS 2c tig esd chee season ceeskeeae 05 30 15 35 
Bi WHECRATEWON, 5h icciscsscsssscessseseresses 05 42 16 42 
9. Participation in group activ- 

ities (O.T. & R.T.), Adjunc- 

PAV OL AIIY, wee sasdcesnorscscesesesenesee .05 50 20 30 
LO; HEAUUCINAVIONS? .....2...603<..0000008..%. .05 50 10 40 
11. Ideas of reference 
12. Delusions 


~] 


Pee Rr ERE eee eT ay eee .05 25 35 40 
is:. Somatic: complaints ................ 05 31 10 59 
BA). PRCCOSRIIIINCY aesiitcessncdaccs anes seseacs .05 54 11 35 
15. Judgment, realistic planning .05 21 30 49 
16. Insight 05 17 21 62 
*For purposes of calculation the percentages of patients 
showing ‘‘marked and moderate improvement’? were com- 
bined with those manifesting slight improvement. 


Results 
Pattern of Reaction: 

In patients receiving large doses of prom- 
azine, the initial reaction was increasing 
drowsiness, somnolence, varying degrees of 
irritability, muscular twitchings and trem- 
ors; and in some, ataxia and convulsive seiz- 
ures. In others, satisfactory adjustment was 
made with or without subsequent seizures. 
During this phase patients were docile, in- 
different and expressed few delusions or hal- 
lucinations. 

Improvement appeared, suddenly or grad- 


ually, sometimes fairly early, but evaluations 
were made at a later date when the sedative 
effect of the drug was minimal and did not 
seem to cover the symptoms. Table I shows 
results for specific symptoms, which ap- 
peared in the following sequence: favorable 
affective responses, less concern with and 
eventual disappearance of symptoms of sen- 
sory perceptive origin, somatic complaints, 
delusional ideation, greater accessibility and 
facility of communication. While these 
changes occurred, interest in personal ap- 
pearance, in the environment and sociability 
reappeared and progressed gradually. Judg- 
ment and insight were last to appear in a 
small number of patients, 

Of the 65 patients treated: 38 or 58.5% 
showed varying degrees of improvement; 7 
or 10.8% achieved marked improvement; 18 
or 27.7% moderate improvement and 13 or 
20% slight improvement. 


TABLE II 


Results of Promazine Therapy in 65 Patients 
With Schizophrenic Reactions 


. = 

ba 3 so) 

py = © a ® 

5 be E = 5 
Diagnosis 
Schizo-affective - 1 — 1 
Acute undifferentiated 4 - 1 1 2 
Chronic undifferentiated 10 — 5 - 5 
Catatonic 7 2 —- - 5 
Paranoid 38 8 tt 6 13 
Simple 4 3 - - 1 


Diagnosis: Catatonic and simple types re- 
sponded minimally or not at all, regardless 
of all other variables. In the remaining sub- 
types the degree and rate of improvement 
was not significantly different. Patients, 
having the catatonic and simple types, were 
excluded from the subsequent analysis of 
the data in order to avoid erroneous inter- 
pretation of possible relationships among 
variables, other than diagnosis, and thera- 
peutic responses, The remaining sample con- 
sists of 54 patients: 18 acute, 15 relapses 
(both 0-1 Yr.) and 21 chronic patients, term 
of illness one to twenty years. Table III pre- 
sents therapeutic response and its relation 
to duration of illness, as well as other factors 
investigated. 

Chronicity of Illness: Promazine was 
found very effective in the treatment of acute 
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TABLE III 
Results of Promazine Therapy in 54 Schizophrenic Patients 
ACUTE PATIENTS, 0-1 YEAR CHRONIC PTs. 
1-20 YEARS 
Continuously Ill, 
First Attack, 18 Pts. Relapse, 15 Pts. 21 Pts. 
Improvement Improvement Improvement 
Factor , a GE = 82 az & #8 no «8 
DIAGNOSIS 
Schizo-Affective ..........:cccccceeeeees 1 ~ 1 - - - - 1 1 
Acute Undifferentiated ............... 4 2 2 4 - — - - - — 
Chronic Undifferentiated ............. 10 — - 4 1 D a 4 5 
WOPRUINRIDANN Ne oo occ5 ss hosts sed evansnshevbsae mnie 38 9 4 13 5 +) 10 3 12 15 
AGE 
Asari! he C2.) SE eee 18 3 2 5 2 3 5 a a 8 
if Ge lige C1 ce ee eee 28 9 1 10 5 2 7 3 8 11 
ES OD MORES ns. sooo eetsdenceczesssssvncses 8 0 3 3 2 :§ 3 0 2 2 
MAXIMUM DAILY DOSE 
BSI O WUMTNNS ooo 5 ec sccncsacsvesescxescscens 9 0 2 2 1 a 2 1 4 5 
OTN POO MARIA, «2.0.0.2 osccsccecenessesanees 8 2 1 3 1 1 2 - 3 3 
2201-2400 MEMS. ...;......005.0..c00ssce0s- 15 4 3 7 4 - 4 1 3 ft 
7401-4000 MEMS. ...............:000050s0000. 22 6 0 6 3 4 . 2 7 9 
SEIZURES : 
Ute eso A (i 27 8 2 10 6 3 9 2 6 8 
Wathout Seivwres .......5.2.56506.5<c05.00055. eA 4 4 8 3 3 6 Z 11 13 
TIME IMPROVEMENT OCCURRED 
Within 1-3 Weeks .......................... 2 1 3 — - - — 2 Z 
3-4 ON tate tee earth 8 - 8 2 a 3 2 ~ 2 
4-6 LE renee ene ee 2 3 5 6 1 i 2 11 13 
Rea Oe) eh ets cass earNeasts - 2 2 1 4 5 ~ 4 4 





schizophrenic patients. Two thirds of pa- 
tients ill for less than one year showed mod- 
erate to marked improvement; whereas, four 
or only 20% in the chronic group improved 
to the same degree. There was no signifi- 
cant difference between first attacks and re- 
lapses, either in the rate or degree of im- 
provement. The less differentiated types re- 
sponded more favorably than patients with 
well organized delusions and persistent so- 
matic complaints. Although the number of 
improved in the chronic group were too few 
to warrat any generalizations, it is note- 
worthy that of the four patients improved, 
three had been ill one to two years and were 
under 35 years of age. 

Age: Until age 45 a gradual decline in fa- 
vorable responses appeared with chronicity 
of illness, whereas, after 45 years of age, 
improvement occurred only among those who 
had relapses. In all phases of the illness, the 
improved in the 31 to 45 years age group was 
significantly higher than in the younger and 
older age groups. 


Dosage: Twelve patients were given up 
to 800 mgs. of promazine a day; four im- 
proved (3 acute and 1 chronic). In the re- 
maining 42 patients, the drug was rapidly 
increased to the individual’s limit of toler- 
ance. Results by dosage, therefore, show 
improvement at maximum tolerance rather 
than the comparative efficacy of dosage. 


Irrespective of dosage, the average dura- 
tion of therapy, before improvement was 
noted, was one to four weeks for acute cases 
and four to six weeks for the relapsed. Two 
chronic patients improved within three 
weeks with 300 and 1400 mgms., respec- 
tively, and two others after five and six 
weeks medication with 2400 and 2800 mems., 
respectively. For seven acute and four 
chronic patients, treatment was prolonged to 
12 weeks with only one patient showing im- 
provement during the ninth week. 


Untoward Effects: 


Drowsiness, tremors, dryness of the mouth, 
and weakness were seen in almost every pa- 
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TABLE IV 


Untoward Effects of Promazine 
Untoward Effect 


1. Dry mouth 
DB. AVCMOLS:, THOGCTAUCS «55 -55csccceccccccsccscsccesssesezeds Zo 


CLOG) SUR 1, 5) 0 0) CS en ne eee eee 9 
SPUR RIN URPRNMRAISCS © sicso.55 sae 25 22 as 15s e eee ass an eye 20 
Ee, PME Isso 85 20chedpsn tenes toda aietee anal és 5 
Ds RSASMIIIEAOING 5502s soon os shad eco vesssetcccsitevsissWisieeesvess 5 
oso PARR UM RIAN eo yoy soins sex. ctoscveceseines Scwseereacccoisvesetveedewoex D 
is REROR NAN SISCOCIL Fis seca eccisecciesdacscdiatecseesateaseeees 5 
oe MANION ON Sodas eucain'sssauegsecdosstaviademiaesisnseeetes 5 
9. Hypotension, mild to moderate .................. 4 
EO: WGISGSUIIC GISCOMEOLE ......5/55<03..desscseeseeesesees 4 
BPE NERA EMOEN po 5oo ooo Seda chisg ses Sern Shave vases este seee 3 
£2, FIQUUCINGUONS; VISUAL: s....05.5565....cscesscscsectesesies 3 
18. Unusual sensory experiences ...................6 3 
14, PLOLUSE PELSOITAUION ....2566..0s0ssecesescecsseeesssessees 3 
ODS NN RNG 5 Ges sas e529 scp enicy sass sy cnc dgneseaasteeteeseseaueonses 2 
HOD MOUNTS TN ceed favs cons ie sedesdesuieveoesosocessasess sececeste i 
BS OCONEE psd cscs sedsiedaaphensiacessioveeeees L 
ES AIAN ULOCUCOSIS) 65.3 cess oils osnssexcscaseetn we victenties Z 





tient during the first week of treatment. 
Those symptoms were relieved by the ad- 
ministration of small amounts of cerebral 
stimulants. The figures in Table IV repre- 
sent those patients who continued to exhibit 
the above symptoms as well as patients who 
developed other side reactions. A remark- 
ably large proportion of patients adjusted to 
high dosage and were ambulatory. Halluci- 
nations were identical with those of other 
toxic states. Unusual sensory experiences 
included a feeling of “bones falling apart”; 
“eyeballs sinking in their sockets”; “limbs 
feeling dead’; and various paresthesias. 
Both hallucinations and other sensory dis- 
turbances were of short duration and dis- 
appeared without reduction of dosage. 
Periodic blood tests and urinalyses on 38 
patients revealed no abnormal findings ex- 
cept two cases of mild transient leukopenia 
in whom treatment was resumed cautiously 
after a short interruption without further 
untoward reaction and one case of agranulo- 
cytosis in a 50 year old white male. The pa- 
tient had been on 1000-2900 mgs. per day 
for 40 days and sustained three seizures fol- 
lowed by some improvement, He then re- 
ceived a maintenance dose of 800 mgs. for 20 
days. The dosage was increased to 1600 
mgs. on the 61st day because of relapse. The 
next day the patient complained of malaise 
and sore throat; rectal temperature was 
104° F and the WBC was 850-650 cells/cu. 
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mm. for three days. Treatment with anti- 
biotics, steroids, and withdrawal of the drug 
was followed by prompt recovery. The men- 
tal condition remained unimproved. 

Pre- and post-treatment BSP tests were 
made on 31 patients. In 14 both values were 
equal: in eight, the post-treatment retention 
of the dye was lower (1-6%) and in nine, 
higher than the original by 1-3%. None de- 
veloped jaundice, There was no clinical or 
laboratory evidence of liver damage. 

Extensive EEG studies were made on 20 
patients, In general, as the medication was 
increased, there was also an_ increasing 
amount of slow activity (often asynchron- 
ous) while the EEG would revert toward the 
pre-treatment pattern as the medication was 
reduced. Promazine activated both seizure 
activity and accentuated pre-seizure activity. 
No significant correlation appeared between 
EEG changes and the outcome of therapy. 

Pre- and post-treatment Bender Perform- 
ance ratings were done on six patients. Three 
patients had seizures. The post-treatment 
rating showed no change in two, better per- 
formance in three and slightly poorer per- 
formance in one. Five of these ratings were 
in agreement with the clinical impression of 
improvement. 

One to three seizures were induced in 27 
patients (50%). They occurred within a 
range of 1100-3800 mgms. per day. Seizures 
were more readily induced: 1) by rapid in- 
crease of the daily dose; 2) in patients pre- 
viously treated with ECT (two to one ratio) ; 
3) in patients with abnormal EEG’s; and 4) 
in acute cases. There was also definite evi- 
dence that patients tend to build up toler- 
ance for the medication. Eleven patients re- 
quired higher dosage and six the same or 
lower than that inducing the first convulsion. 
Five other patients did not have a second 
seizure despite much higher dosage. 

In most cases the beginning of improve- 
ment appeared either immediately following 
the seizure or within a few days, irrespective 
of the number of treatment days preceeding 
the seizure. When the first seizure was fol- 
lowed by improvement, results were en- 
hanced after the second but rarely after the 
third seizure. Conversely, patients who 
showed no improvement following the first 
seizure did not benefit from subsequent ones. 
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In some, improvement was transitory, last- 
ing a day or two. One patient went into 
status epilepticus and sustained 13 seizures 
and she did not improve. 


Therapeutic results in patients with seiz- 
ures were better than in the non-seizure 
group (Table III). With chronicity of ill- 
ness the percentage of the improved dropped 
steadily in the seizure group, but remained 
the same in the non-seizure group. 


Discussion 


In this study, promazine was found effec- 
tive in only certain types of schizophrenia: 
the schizo-affective, paranoid and undifferen- 
tiated types with 46% moderately and mark- 
edly improved. In acutely disturbed cata- 
tonics and the simple type, none improved. 
In general, patients with organized paranoid 
patterns, somatic complaints or marked dim- 
inution of affect and interest, also failed to 
benefit. 


Duration of Illness: The improvement rate 
was highest in the first year of illness. After 
the first year, the significant factor was the 
duration of the current attack rather than 
the number of years since the condition was 
first diagnosed. Thus, patients in relapse re- 
sponded almost as well as first attacks but 
required longer therapy. In chronic patients 
with no previous satisfactory remission very 
few (19%) improved. It is significant that 
neither in the very acutely agitated nor 
chronic patients the course of illness was 
modified by promazine therapy. It is also 
worth noting that those patients were either 
of the younger or older age groups, which 
clinically have a poorer prognosis both in 
terms of age of onset and chronicity of ill- 
ness. In all phases of schizophrenia, the 31 
to 45 year age group showed the greatest 
improvement. 


The duration of illness, therefore, stands 
out as the dominant factor in the effective- 
ness of promazine therapy of schizophre- 
nia.** Other factors were less important. 


Duration of Treatment: With any dosage, 
initial improvement sometimes appeared dur- 
ing the first two weeks of promazine ther- 
apy, but relapse was inevitable unless treat- 
ment was prolonged. Twenty-four patients 
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improved within six weeks and only one pa- 
tient in the ninth week of treatment. In all 
patients, however, a maintenance dosage 
(average 100 mgs., q.i.d.) was administered 
throughout hospitalization. The average du- 
ration of hospitalization was 48 days for the 
improved and 53 days for the unimproved pa- 
tients. Our findings are in accord with the 
suggestion of Alexander and Moore’ that if 
marked improvement should not be forth- 
coming in six weeks, drug treatment should 
be discontinued temporarily. 


Dosage: Maximum daily doses of proma- 
zine, ranging from 800 to 3800 mgms., were 
given to 42 patients with 69% of the acute 
and 19% of the chronic patients moderately 
or markedly improved, Very similar results 
were obtained by Rudy, et al.* with 400 
mgms,. q.i.d. Therefore, with massive doses 
neither the percentage of the improved was 
increased nor the duration of therapy short- 
ened. However, for prompt and adequate re- 
sults we have found the 600-1200 mgms. 
range more satisfactory than smaller doses. 


Promazine Seizures: In 50% of patients, 
seizures were induced with daily doses rang- 
ing from 1100 to 3800 mgms. This wide va- 
riation was due not only to differences in in- 
dividual tolerance for the drug, but possibly 
also to lowering of their tolerance by the 
rapid rate of increase of the medication, re- 
cent ECT or existing organic brain dam- 
age.’ The higher improvement rate in the 
seizure group and therapeutic results fol- 
lowing a seizure seem to be related to prom- 
azine and other factors rather than the seiz- 
ure per se. This view is supported by: (1) 
equally good therapeutic responses obtained 
without seizures in this study and with 
smaller doses of promazine as previously re- 
ported in the literature,** (2) favorable re- 
sponses following convulsions were tran- 
sient whenever the drug was immediately 
withdrawn, and (3) the ineffectiveness of 
seizures in patients with poor prognosis. 


Following a seizure, the drug was either 
withdrawn or dosage reduced by one half. 
The sedative effect being minimal, if im- 
provement was present, it became objec- 
tively apparent. This explains the appear- 
ance of improvement following a seizure. 
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Summary and Conclusion 


In the treatment of schizophrenia: 

1. Promazine therapy was found effective: 
(1) in the paranoid, undifferentiated and 
schizo-affective types; (2) in the acute cases 
and relapses and (3) in patients 31 to 45 
years of age. (4) In this study catatonic and 
simple types did not respond to promazine 
treatment. 

2. Large dosage of promazine were found 
safe but not more effective than smaller 
dosage. A dosage of 600 to 1200 mg/day 
was found adequate. 

3. In 96% of the improved favorable re- 
sponses appeared during the first six weeks 
of therapy. Prolongation of treatment up to 
twelve weeks in eleven patients produced ini- 
tial improvement in only one patient. 

4. Promazine induced seizures seem to 
have neither therapeutic nor deleterious ef- 
fects. 
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The Etiology of Depression 


(A Survey of Various Viewpoints) 


GEORGE G. MERRILL, M.D. 


The etiology of depression remains obscure, 
with the result that most discussions range 
from brief statements of uncertainty to as- 
sertions that some one particular viewpoint 
is the only correct one. The purpose of this 
brief survey is to point out that various in- 
terpretations of the psychodynamics of de- 
pression exist, each of which is probably a 
contribution in explaining certain cases. 

Depression has long been recognized as 
one of the commonest and most disabling 
symptoms of mental and emotional illness. 
In mental hospital statistics it ranks second 
only to schizophrenia, comprising about 16% 
of all first admissions and 35% of readmis- 
sions to mental hospitals.' In addition to the 
hospitalized cases, there are at least five 
times as many cases of depression that never 
reach the hopital.1 There are also innumer- 
able cases of depression that occur as symp- 
toms of psychoneurosis which are never clas- 
sified as primary depressions. The true in- 
cidence of depression is certainly far greater 
than the usual statistics show. The extent 


of the problem is shown by the fact that sui- 
cide, which is an occasional complication of 
depression, claims raore than 17,000 lives a 
year in the United States, a rate of 11.4 per 
100,000 population.*, Anyone who has ever 
seen a case of typicai depression knows what 
a miserably disabling condition it is, rob- 
bing its victim of energy, interest, and joy 
of living, depriving him of sleep, appetite 
and the feeling of well-being. The problem 
is vast, affecting the lives and health of 
many thousands of people each year, disrupt- 
ing their occupational and family life, and 
producing an untold amount of disability and 
unhappiness for its victims and those about 
them. A valid understanding of its etiology 
and pathogenesis is necessary if it is to be 
prevented and treated adequately. Unfortu- 
nately, the theories regarding its etiology 
are numerous and varied, with the adher- 
ents of each school of psychological thought 
stoutly defending 2 particular viewpoint, 
often with more heat than light resulting 
from their discussions. 
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Depression is defined in the most recent 
psychological dictionary as 


“a state of inaccessibility to stimulation or to par- 
ticular kinds of stimulation, of lowered initiative, 
of gloomy thoughts. Depression may be a symptom 
in many mental disorders, especially in manic-de- 
pressive reaction or psychosis, and in depressive re- 
Persons quite without mental disorder may 
also experience depression.’ 


action. 


Recognition of depressicn as a clinical en- 
tity dates from ancient times. Hippocrates 
over 2000 years ago described the melan- 
cholic temperament which he attributed to 
an excess of black bile.' After centuries of 
conflicting theories and terminologies, Krae- 
pelin’ established a classification that differ- 
entiated manic-depressive psychosis from 
other types of psychosis and psychoneurnsis, 
During the last fifty years, there has been an 
increasing tendency to recognize depressions 
and other psychiatric symptoms as dynamic 
reactions of each patient to particular fac- 
tors in himself and in his environment, so 
that a nosologic approach to mental disor- 
ders has been increasingly replaced by a 
study of 
“the much more pertinent and meaningful data as 
to the patient’s life history, his motivations, his ca- 
pacities, his characteristic adaptive patterns, the 
environmental contingencies that precipitated his 
previous and present ‘abnormal’ reactions, and the 
determinable factors and probable dynamics that 
militated for or against a change in his behaviar 
in any direction.’’é 

Because of the frequency and severity of 
depressions in clinical practice, many psy- 
chological and psychiatric formulations have 
been advanced to explain its etiology and 
pathogenesis and to serve as guides in its 
treatment. Various psychoanalytic theories 
are among the best known. These stress in- 
trapsychic mechanisms, particularly those 
involving conflicts of instinctual drives. 
Abraham’ was the exrliest psychoanalyst to 
publish his interpretation of depression. He 
stressed the ambivalence of the depressed 
patient’s mental life, pointing out that the 
coexistence of love and hate make any satis- 
fying love impossible for these people. He 
recognized that this ambivalence extends to 
themselves as well as toward others. The 


self-reproaches and loss of self-esteem in de- 
pressed patients is thus thought to arise 
from the turning inward of a sadism origin- 
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ally directed outward. He felt that oral erot- 
icism is increased in depressed patients, and 
that their ambivalence and narcissism have 
their basis in disturbances of emotional de- 
velopment at the ora! stage. He recognized 
five factors as basic in depression: 1) a ten- 
dency to oral eroticism, 2) a fixation of 
libido at the oral-aggressive level, 3) a suc- 
cessive disappointment in love objects, or a 
repeated narcissistic trauma, 4) severe dis- 
appointment in the mother before the reso- 
lution of the Oedipus complex, and 5) a repe- 
tition of this disappointment later in life, 
leading to the immediate onset of melan- 
cholia. He summarized the psychic mech- 
anism in depression thus: “The love object 
is sadistically expelled, like feces, then 
orally re-incorporated by a cannibalistic 
fantasy, sado-masochistically tormented as 
part of the ego, and is finally, after mutual 
rapprochement between the incorporated 
object and the rest cf the ego, once more re- 
stored to the world by anal expulsion.” 
Freud* also described the depressed pa- 
tient’s introjection of the ambivalently loved 
object and identification of the introjected 
love object with the ego, so that the latent 
hostility originally felt toward the other per- 
son is turned against the self. The ego, al- 
tered by the introjection, is attacked by the 
superego, guilt feelings develop, and the ego 
is punished by the superego in the same way 
that the patient unconsciously wished to 
treat the ambivalently loved object. The ego 
becomes helpless and ineffectual as a result 
of the excessive superego activity, and nar- 
cissistic regression cr withdrawal of object 
cathexes occurs. The external world is then 
felt to be empty and life futile. Freud sum- 


marizes this process thus: 

“The self-reproaches with which these sufferers 
torment themselves so mercilessly actually relate 
to another person, to the sexual object they have 
lost or whom they have ceased to value on account 
of some fault. From this we concluded that the 
melancholic has indeed withdrawn his libido from 
the object, but that by a process which we must 
call ‘narcissistic identification’ he has set up the ob- 
ject within the ego itself, projected it on to the 
ego. ... The ego is treated as though it were the 
abandoned object; it suffers all the revengeful and 
aggressive treatment which is designed for the ob- 
ject.’”’9 

In contrast to this intrapsychic turmoil de- 


scribed by Freud and his followers, Adler re- 
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lates depression to the unconscious competi- 
tive tactics of the individual in his disguised 
striving for superiority. He says: 


“Melancholia develops in individuals whose 
method of living has from early childhood on been 
dependent upon the achievements and the support 
of others. Such individuals will always try to lean 
on others and will not scorn the use of exaggerated 
hints at their own inadequacy to force the support, 
adjustment, and submissiveness of cthers. ... Their 
seif-esteem from childhood on is clearly low, as can 
be concluded from their unceasing attempts to 
achieve greatest importance. . . . The most promi- 
nent offensive weapons of the melancholic type are 
complaints, tears, and depression, through which he 
shows his weakness and need for help. This peculiar 
form of aggression, caused by the early-acquired 
deficiency in social activity, proceeds in a way not 
unlike suicide, from an injury inflicted on oneself 
to a threat toward the environment or to acts of 
revenge. ... Once the social determination and bel- 
ligerent attitude of melancholia are understood, one 
will aiso see the goal of superiority. . . . Actually 
iis weakness, which may go so far as annihilation, 
becomes a formidable weapon for securing signifi- 
cance and avoiding responsibility. . . . Melancholia 
thus presents itself as an attempt and device to 
achieve the goal of superiority by detours.’’!° 


In another place, he says: 


“Whether the neurotic dominates by bullying or 
by whining, will depend on his training; he will 
choose the device which he has tested best and 
found most effective for his purpose. Sometimes, if 
he is dissatisfied with one method, he will try the 
other. In either case the goal is the same—to gain 
a feeling cf superiority without working to improve 
the situation. The discouraged child who finds that 
he can tyrannize best by tears will be a cry-baby, 
and a direct line of development leads from the cry- 
baby to the depressed adult patient. Tears and 
complaints—the means which I have called ‘water 
power’—can be an extremely useful weapon for dis- 
turbing cooperation and reducing others to a con- 
dition of slavery.’’!! 


Sullivan also recognized the importance of 
interpersonal factors and mentions the hos- 
tility that may be unconsciously expressed 
by depression, saying: 

“Sometimes the performance of the depressive is 
quite clearly punitive. And the troublesome per- 
formances of a depressed patient occasionally dis- 
appear when it becomes evident that there is no- 
body who would suffer from them. There is 
something other than loving kindness in the inter- 
personal relations of the depressed patient....TI 
have always found this definite resentment and op- 
position in the depressive in any situation in which 
he is confronted with a well-directed attack on any 
part of the depressed content.”!2 
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In discussing suicide, he says, 

“very little goes on in the depressive, and whatever 
does go on is not responsive to any intelligent ap- 
proach on the part of the psychiatrist to find out 
who is the target of his destructiveness, for all that 
is outside the patient’s awareness. Yet all my ob- 
servations indicate quite conclusively that the de- 
pressive always hits the target and usually does 
this, unhappily, by self-destruction. ... A particu- 
lar person who was a Cestructive influence in the 
patient’s past is the target of the patient’s self- 
destruction. The intention is that the person shall 
suffer the rest of his life because the patient has 
destroyed himself.’’12 


Fromm stresses the sociological factors 
that may produce Cepression, relating them 
to the individual’s experience with author- 
ity. He says: 


“The elementary root of neurosis is ... the con- 
flict between the child and parental authority, and 
the failure of the child to solve this conflict satis- 
factorily. ... It results from the child’s reaction to 
the pressure of parental authority, the child’s fear 
of it and submission to it... .In most cultures hu- 
man relationships are greatiy determined by irra- 
tional authority. People function in our society... 
by becoming adjusted to their social role at the 
price of giving up part of their own will, their 
originality and spontaneity. . As long as man- 
kind has not attained a state of organization in 
which the interest of the individual and that of so- 
ciety are identical, the aims of society have to be 
attained at a greater or lesser expense of the free- 
dom and spontaneity of the individual. ... Although 
societies differ with regard to the extent with which 
the child must be impressed by irrational authority, 
it is always part of the function of child training 
to have this happen. The child does not meet so- 
ciety directly at first, it meets it through the me- 
dium of his parents, who in their character struc- 
ture and methods of education represent the social 
structure. . .. It meets through them the kind of 
auchcrity which is prevailing in the particular so- 
ciety in which it lives, and this kind of authority 
tends to break his will, his spontaneity, his inde- 
pendence. ... The child fights against the authority 
represented by his parents . . . most of them are 
defeated to some exteni in their fight for freedom. 
The ways in which this defeat is brought about are 
manifold, but whatever they are, the scars left from 
this defeat in the child’s fight against irrational au- 
thority are to be found at the bottom of every neu- 
rosis. .. . The person who is overwhelmed by a feel- 
ing of his own powerlessness and unworthiness, by 
the unceasing doubt of whether he is saved or con- 
demned to eternal punishment, who is hardly ca- 
pable of any genuine joy and has made himself into 
the cog of a machine which he has to serve, has a 
severe defect. Yet this very defect was culturally 
patterned. ... He acts and feeis like an automaton, 
he never experiences anything that is really his, 
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he experiences himself entirely as the person he 
thinks he is supposed to be. Smiles have replaced 
laughter, meaningless chatter has replaced commu- 
nicative speech, dulled despair has taken the place 
of genuine pain.’’!% 


In addition to various psychological theo- 
ries of the sort mentioned above, there have 
been inany attempts to relate the etiology of 
depression to physical factors. Of those who 
have stressed constitutional factors, the 
work of Kretschmer,'' Sheldon,'’ and Ey- 
senck'® all indicate that manic-depressive 
psychotic patients tend to have a different 
type of body build from schizophrenic pa- 
tients, being usually shorter and _ stouter. 
This sort of observation does not explain, of 
course, why depression develops in any indi- 
vidual case, or why all depressed people do 
not fit into the statistically dominant group. 
Individual cases can never be understood ex- 
cept by individual study and statistical anal- 
ysis of the physical measurements of groups 
seldom adds much to our understanding of 
the psychodynamics of the individual. 

There have been several interesting at- 
tempts to relate depression to disordered 
function of the brain, particularly in the di- 
encephalic region. The most vigorous ex- 
ponent of this viewpoint is Kraines, who 
states in the preface to his recent book on 
mental depressions: 


“The thesis of this book is a reversal of the Freu- 
dian point of view. Though acknowledging the 
significant role of psychic factors in modifying, 
complicating, and prolonging symptoms, it em- 
phasizes rather the constitutional factor in the eti- 
ology, course, and outcome. . . . Presenting the evi- 
dence accumulated during the last half century, it 
postulates that the etiology is a combination of he- 
reditary susceptibility and a physiologic precipitat- 
ing factor, that the mechanism of the illness is in 
disturbed function of the diencephalic area, includ- 
ing the thalamus, the hypothalamus, the reticular 
system, and the rhinencephalon, and that the symp- 
toms are the result of primary physical alteration 
in the diencephalic area and of secondary psychic 
disturbance .. .”17 


There have been many attempts to relate 
the etiology of depression to endocrine,’* bio- 
chemical,'® hereditary,*’ meteorologic,*! and 
various physically traumatic factors.*? Bel- 
lak, in reviewing the many published obser- 
vations, hypotheses, and theories that have 
been advanced to explain the etiology of de- 
pressions, concludes: 
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“The literature suggests a large variety of etio- 
logic factors ranging from psychologic precipitat- 
ing factors and the complex hypotheses of psycho- 
analysis to neuroendocrine, biochemical, genetic, and 
other formulations. . . . I propose a multiple-factor 
psychosomatic theory. . By multiple-factor is 
meant that the clinical conditions referred to as 
. . . depressive really share only a certain number 
of phenomena and consist of several widely differ- 
ing syndromes with different etiologic factors. ... 
The number of etiologic factors which are asserted 
to be relevant or proven for the malady are out- 
numbered only by an even much longer series of 
therapies which are considered by a variety of au- 
thors to be very successful. ... By psychosomatic is 
meant that the etiologic elements of different cases 
may be either primarily psychogenic or primarily 
somatic, but always both. ... The etiologic factors 
of this syndrome may range from a hypothetically 
almost completely psychogenic nature to a hypo- 
thetically almost completely organic nature.’’23 


A similarly comprehensive formulation is 
rnade by Menninger, who says: 


“The picture of melancholia may occur in any of 
several different diseases. . . . We know very little 
about the real causes. We know that there are he- 
reditary predispositions. We know that some cases 
are precipitated by griefs, others by illnesses, others 
apparently by nothing at all. We think we under- 
stand something about the psychology of them—in 
melancholia the feeling of a poverty-stricken ego, 
hopelessly far removed from the ego ideal and ut- 
terly disinterested in life and love. ... We know 
that the tension of striving towards the ideal, the 
pressure of instinctive interests and demands, the 
dynamic balancing of emotional reactions, seem to 
snap like the mainspring of a watch, and the wheels 
cease moving or else run away with themselves. 
But just why the breaks occur we do not know.’’24 


The multiplicity of etiological factors 
stressed by different authorities who have 
studied depression makes it obvious that no 
one theory is the only correct one in every 
case. Many variations in the clinica] picture 
occur, and many variations in the response 
to treatment, and unquestionably there must 
be many variations in the factors causing 
the illness, Circumstances that would re- 
duce one individual to a state of depression 
might not have any appreciable effect on an- 
other. Variations in the severity of the psy- 
chic trauma, variations in individual suscep- 
tibility, and variations in the individual’s life 
situation and habitual mode of reacting to 
stress, all make it impossible to ascribe only 
one psychodynamic or physical cause to all 
depressions. Regardles of how alluring the 
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theorizing of the psycho-analysts may be, 
or how logical the biochemical and other 
physical data of the organicists may seem, 
we must remember that in emotional illness 
many things are possible. The only sound 
method of evaluating the individual case is 
a thorough and unprejudiced study of that 
particular individual, with a patient unrav- 
elling of all the tangled clues that might lead 
to the solution of the problems presented 
by that particular case. In addition to what 
the person himself says about his condition 
and its possible causes, we must consider the 
way he says it, his behavior in the interview 
situation, the reports of his behavior outside 
the interview, information about him from 
every available source, and tests that may 
contribute further information about his 
particular ways of reacting, both consciously 
and unconsciously, to the various situations 
he encounters. Such a study of an individual 
is often difficult and time-consuming, par- 
ticularly when his unconscious resistances 
block further investigation, or when he con- 
sciously resents the invasion of his privacy 
that such investigation may demand. But 
only by a thorough study of the individual 
can the causes of his particular depression be 
understood, and only by understanding the 
specific factors involved in the individual 
case Can we avoid the absurdities of over- 
generalization that have characterized many 
discussions of the etiology of depression in 
the past. 


Summary 


A brief survey is made of the various types 
of theories that have been advanced to ex- 
plain the etiology of depression. The con- 
clusion is that no one theory can possibly 
explain every case, but that each case must 
be intensively studied to ascertain the par- 
ticular factors operative in that particular 
case. 


100 E. Chase St., Baltimore, M.D. 


REFERENCES 


1. Sadler, W. S.: Modern Psychiatry, p. 431. C. V. 
Mosby Co., St. Louis, 1945. 

2. National Office of Vital Statistics: Vital Statis- 
tics in the United States, Vol. I, Table 8.43, pp. 
209-16, U. S. Public Health Service, 1950. 

3. English, H. B., and English, A. C.: A Compre- 
hensive Dictionary of Psychological and Psy- 


DISEASES OF THE NERVOUS SYSTEM 


5. 


co | 


ie) 


10. 


g Ro 


12. 


13. 


14. 


18. 


19. 


20. 


21. 


22. 


23. 


24. 


481 


choanalytical Term, p. 144, Longmans, Green, 
and Co., New York, 1958. 


. Zilboorg, G., and Henry, G.: A History of Med- 


ical Psychology, p. 50. W. W. Norton Co., New 
York, 1941. 

Kraepelin, E.: 
Leipzig, 1904. 


Psychiatrie (7th Ed.), Barth, 


. Masserman, J. H.: Principles of Dynamic Psy- 


chiatry, Including an Integrative Approach to 
Abnormal and Clinical Psychology, p. 9. W. B. 
Saunders Co., Philadelphia, 1946. 


. Abraham, K.: Notes on the Psychoanalytical In- 


vestigation and Treatment of Manic-Depressive 
Insanity and Allied Conditions, in “Selected Pa- 
pers,” Hogarth Press, London, 1927. 


. Freud, S.: Mourning and Melancholia in ‘“Col- 


lected Papers,” Vol. 4. Hogarth Press, London, 
1915. 


. Freud, S.: A General Introduction to Psycho- 


analysis, p. 370. Liveright Pub. Co., New York, 
1920. 

Adler, A.: Melancholia and Paranoia; Individ- 
ual-psychological results obtained from a study 
of psychoses, in “Practice and Theory of Indi- 
vidual Psychology,” pp. 246-63. Harcourt, Brace 
and Co., New York, 1927. 

Adler, A.: How the Child Selects His Symp- 
toms. Indiv. Psychol. Bull., 5: 67, 1946. 
Sullivan, H. S.: Clinical Studies in Psychiatry, 
p. 297, W. W. Norton Co., New York, 1956. 
Fromm, E.: Individual and Social Origins of 
Neurosis, p. 286, in ‘““Mental Health and Mental 
Disorder. A Sociological Approach.” (A. M. 
Rose, ed.), W. W. Norton Co., New York, 1955. 
Kretschmer, E.: Heredity and Constitution in 
Aetiology of Psychic Disorders. Brit. Med. Jour., 
2: 403-06, 1937. 


. Sheldon, W. H.: Stevens, S. S., and Tucker, W. 


B.: The Varieties of Human Physique. Harper 
é& Bros., New York, 1940. 


. Eysenck, H. J.: Dimension of Personality. Rout- 


ledge and Kegan Paul Ltd., London, 1947. 


. Kraines, S. H.: Mental Depressions and Their 


Treatment. Macmilian Co., New York, 1957. 
Saarniol, L.: The Pathogenesis of Melancholy. 
Acta Psychiat. et Neurol., 11: 459-68, 1937. 
DeRabinovich, P. H.: Alkali Reserve in Depres- 
sive Conditions. Semana Med., 1: 291-94, 1937. 
Slater, E. T. O.: The Inheritance of Manic-De- 
pressive Insanity. Proc. Roy. Soc. Med., 29: 981- 
90, 1936. 

Reese, H. H.: The Significance of the Meteoro- 
logic Environment cn the Etiology of Psychotic 
Episodes. Jour. Mt. Sinai Hosp., 9: 717-33, 1942. 
Sherman, I. C.: Precipitating Factors in Manic- 
Depressive and Schizophrenic Conditions. II. 
Psychiat. J., 4: 20-24, 1944. 

Bellak, L.: Manic-Depressive Psychosis and Al- 
lied Conditions. Grune and Stratton, New York, 
1952. 

Menninger, K. A.: The Human Mind. Literary 
Guild, New York, 1930. 





482 


DISEASES OF THE NERVOUS SYSTEM 





OCTOBER 


Nialamide in the Private Practice of Psychiatry 


NATHAN S. KLINE, M.D. 


This report deals with a new psychic ener- 
gizer, nialamide,* used in 33 private patients. 
This drug is a potent monamine oxidase in- 
hibitor (MAO) and belongs to the pheny!l- 
hydrazine derivatives which, appropriately 
enough, were originally used as rocket pro- 
pellants. The capacity to inhibit the break- 
down of amines such as noradrenaline, ad- 
renaline, histamine and serotonin is prcb- 
ably crucial to the antidepressant psychic 
energizing action. Some MAO inhibitors ap- 
pear ineffectual because they fail to cross 
the blood-brain barrier. Drugs of other 
chemical groups than the hydrazines seem to 
be effective only as they meet these criteria. 


Table 1 shows the results obtained by Un- 
denfriend et al. and illustrates the striking 
correlation between the clinically effective 
dose range and the point of near-maximum 
daily urinary tryptamine excretion. The 
timely development of this test may well 
provide a measure of the appropriate clinical 
dose range. Since there is high agreement 
with this same index in the animal testing, 
it may be possible to screen and to predict 
dosage range of other MAO inhibitors in hu- 
man subjects. 

At the beginning patients were given one 
25 mg. tablet t.i.d. If they did not show im- 
provement within a week or two, the dose 
was frequently doubled and later tripled. Be- 
cause of knowledge and familiarity of the 
effects of the drug, patients treated later in 
the study tended to be given even higher ini- 
tial doses. Amphetamines were used almost 
routinely since, as had been discovered by 
Spiegel,’ their addition frequently speeded 
the reaction. As has been our practice in 
past studies with psychic energizers, the use 
of a phenothiazine derivative is quite com- 
mon when patients show agitation or exces- 
sive anxiety or tension. Vitamin B-6 for 
muscular or neuralgic pains (which may be 
associated with the MAO inhibitors) is not 
listed among concomitant medications but 





*Manufactured by Chas. Pfizer & Co. under the 
tradename Niamid. 


was routinely used in such cases. The only 
other medications employed were, in occa- 
sional patients, sleeping medication in the 
form of either glutethimide (Doriden), tri- 
chloroethylene or meprobamate. Where the 
phenothiazine derivative produced extrapy- 
ramidal symptoms, benztropine methanesul- 
fonate (Cogentin) was used briefly. 


Results 


Of the 12 male private patients, nine have 
either been discharged or are on maintenance 
doses, one is considered a failure and two 
are unchanged. (Table 2.) Of the 21 female 
patients 18 are in remission, one is markedly 
improved but treatment was discontinued, 
one is regarded as a treatment failure, and 
one has shown no change to date. 

The three male patients who failed to re- 
spond had symptoms which had persisted 
three years or more prior to the beginning 
of treatment. The two female patients who 





TABLE 1 
JB-516 Is Beta Phenyl Isopropyl Hydrazine 


(By permission of Udenfriend, et al.) 
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A.F. — — 54-81 130/80 
JB-516 25 415-498 100/60 
Nialamide 60 180-200 — 
Nialamide 120 441-540 130/84 
Nialamide 180 550 — 

G.S. — — 89-101 160/125 
JB-516 25 355-616 120/90 
Nialamide 120 147-216 — 
Nialamide 100 209-241 = 
Nialamide 200 410-575 160/125 
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Nialamide 100 392-422 = 
Nialamide 200 488-616 200/150 

ic. —- — 45-70 150/105 
JB-516 25 345-464 100/70 
Nialamide 30 103-119 --- 
Nialamide 100 178-232 a 
Nialamide 150 332-438 -- 
Nialamide 200 337-428 155/102 
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Patient 
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Sev. 0 -- 
Mod. 0 - 
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Mod. 1 5 
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Treatment 
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Diagnosis 
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Depr. 
Hypochon. 
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Depr. 


Manic 
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Agit. 
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Manic 
Depr. 


Invol. 
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TABLE 2 
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37 


67 


36 


44 


44 


47 


29 


41 
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Marital Status 
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2 
S 


M 


(2x) 
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Days Until Response 


oo 
oO 


Subst. 


24 


41 


26 


21 


21 


26 


10 


11 


43 


20 


32 


55 


gs Until 


Therapy 


Visits After Start of 


Maintenance 


No. 


Weeks on Dru: 


for) 


16 


Drung Until Maintenance 


nS 


= 
S 3 
A g 
29 E 
eC 
=u e 
os S) 
10 Amph. 
Pheno. Pheno. 
MAO 
Amph. Amph. 
0 0 
PY Pheno. 
Amph. Amph. 
0 0 
| Sad Pheno. 
PA Amph. 
THR 
0 Pheno. 
Thy- Amph. 
roid MAO 
MAO MAO 
Pheno. Pheno. 
Amph. Amph. 
ECT MAO 
Imipr. Pheno. 
Amph. 
rr Pheno. 
MAO MAO 
TR Pheno. 
Pheno. Amph. 
Imipr. 
Imip. Amph. 
(temp.t) Pheno. 
TH Pheno. 
TR 
ECT Amph. 
b Soa Pheno. 
ECT Pheno. 
PE 
0 Amph. 
Pheno. 
PT Pheno. 
Amph. 
0 MAO 
Amph. 
Pheno. 
MAO Amph. 
Pheno. 


Maximum Mg. Daily 


“| 
on 


225 


150 


225 


225 


75 


300 


300 


150 


300 


150 


200 


75 


150 


150 


150 


300 


150 
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Effects 


Side 


Sleep 
Muscle 


Const. 


0 


AK 
Const. 


Hypoten. 
Muscle 
Dist.Abd. 
Const. 

0 

Ak. 
Const. 


Ak. 


Hypoten. 


Const. 
Jaundice 
(3 prev. 
attacks) 
Muscle 


Muscle 


Hypoten. 
Hypoten. 


Hypoten. 


AK 
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B.H.! 1 Sev. 3 7 ECT  Recur- 56 F M _ 19 7 5 Pheno. Amph. 150 Wt. Gain 
rent Depr. Pheon. 
M.J.! 1 Sev. 58+ 1/4 ECT Depr. + 28 F M 7 5 4 0 Amph. 150 AK 
Pro. Schiz. Pheno. Overact. 
A.L.! 1 Sev. 6 1 MAO Manic 54. F S120 18 10 MAO MAO 300 Hypoten. 
Depr. Pheno. Amph. 
B.L.1 1 Mod. 2 1/2 MAO Recur- nL Fr Pp 3 3 2 MAO Pheno. 150 0 
Depr. 
K.L.1 2 Sev 1 3 Er Post- 32 F M 9 De ae Amph. 200 Sleep 
partum Pheno. Muscle 
Depr. 
S.L.! 16 Sev. 1 12 ECT Agit. 29 F M_ 40 8 8 Amph. MAO 225 Hypoten. 
JT Depr. Pheno. Wt. Gain 
Amph. Const. 
K.M.1. 16 Mod. 1 ee oat Recur- ae EF M 22 8 6 0 Pheno. 200 0 
rent Depr. 
R.M.1 48 Mod. 8 1/2 MAO Recur- 42 F M _ 56 Ss 6 0 Amph. 225 Edema 
PA rent Depr. 
E.N.! 1 Mild 2 1 MAO Recur- 35 F M 32 » oo ® Amph. 150 0 
Amph. rent Depr. 
M:S.! 30 Mod. 0 - — Invol. 47 F M f BS: ee Pheno. 12 AK 
Depr. TR 
C.V.1 7 Sev. 6 1 ECT Manic so oe «€6©D 685 4 4 ECT Pheno. 200 0 
Depr. Amph. 
E.X.1 3 Sev. 15+ 1 ECT Manic 52 F M 5 5 4 ECT Amph. 75 Edema 
Depr. 
1. Remission on maintenance. 
2. At first no improvement but subsequently this patient improved and is on maintenance dose. 
3. No improvement. 
4. Treatment failure. 
5. At first no change but subsequently this patient improved and is still on medication. 
6. Improved but medications discontinued. 





failed to respond also had symptoms of three 
years duration or longer. As is true with 
almost every psychopharmaceutical, the re- 
sponse rate appears somewhat higher in the 
females. Of all the males treated 73% have 
responded and 90% of the females. The pa- 
tients whose symptoms were less than three 
years duration have given a satisfactory re- 
sponse and have now either been discharged 
or are in remission and on maintenance dose. 

The treatment failures consisted of one 
male with a schizo-affective disorder and one 
female with compulsive-depressive symp- 
toms. The patients who have responded to 
date among the males are an involutional 
depression and an agitated depression; the 
only female patient with no response to date 
is a chronic neurotic depression. In a much 
larger series‘ on other psychoc energizers 
there was strong evidence that patients 
whose depression was secondary to a neu- 
rotic process did not respond as well to the 
psychic energizers as did other depressions. 
There were surprisingly few neurotic de- 


pressions in our group but this one case does 
conform to the pattern. 

Those patients with a shorter history of 
symptoms seemed to respond quicker and 
more favorably. 

No relationship appears to exist between 
age and the time required for initial response 
to occur. Separate analysis showed no rela- 
tionship to sex. Nor was there any rela- 
tionship between age and failure to respond. 

Similarly there is no relationship between 
the number of prior attacks and the time re- 
quired to respond nor is there any correla- 
tion between severity of attack and time re- 
quired until there was response. 


Sex of Patients, Rapidity of Initial 
Response and Duration of Treatment 


Males seem to respond somewhat sooner 
than females. The average time required for 
initial response was 21 +12 days for the 
men, 22 + 19 days for the women with an 
average of 22 + 16 days. 

One of the most significant figures emerg: 
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ing from the study is that the time required 
from the start of medication until the pa- 
tient could be placed on maintenance therapy 
was 0.4 + 1.7 weeks among the males and 
6.2 + 3.3 weeks among the females. The 
combined average was 5.9 + 2.9 weeks. 
Side Effects 

As can be seen in Table 3 (itemization of 
side effects), there does appear to be some 
relationship between dosage and postural hy- 
potension. It should be noted that four of 
the seven females and the one male who de- 
veloped orthostatic hypotension were on an- 
other MAO inhibitor or had been immedi- 
ately prior to starting on nialamide. The re- 
lationship between side effects and maximum 
dosage is also complicated by the fact that 
in general the females were given larger 
doses and the dosages listed are the maxi- 
mum prescribed for a relatively brief period. 
The one patient who developed akathisia on 
12 mg. was a thyroidectomized patient who 
is on 3 mg. of thyroxine a day. As is true 
with other psychopharmaceuticals, it ap- 
pears that females are more sensitive than 





TABLE 3 
Side Effects 
M Max. Dose F Max. Dose 
2— 75mg. 
No Side Effects 5 2—150mg. 4 2—150mg. 
1— 300 mg. 200 mg. 
Constipation 2 1— 75mg. 1 1—150mg. 
1—100 mg. 
Constipation + 2 1—225 mg. 
Akathisia 1—300 mg. 
Hypotension + 
Muscle Pains + 1 1—225 mg. 
Abdom. Oistention 
Muscle Pains 2 75 mg. 
1—150 mg. 
Muscle Pains + 
Reduced Sleep 1 1—225mg. 1 1—200meg. 
Hypotension +s) 150 mg. 
3—300 mg. 
Hypotens‘on + 
Weight Gain + 1 1—225 mg. 
Constipation 
Akasthisia* 1 1—150mg. 3 1 12 mg 
Akathisia + 
Overactivity 1 1—150mg 
Edema 1 75 mg 
1— 225 mg 
Weight Gain 1 1—150 mg. 
Jaundice (questionably 
drug related) 1 1—200 mg 
*See text. 
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males. Over 40% of the males had no side 
effects as contrasted with less than 20% of 
the females. Doses were lower in males. 


Illustrative Case Histories 


F.A. is a 58 year old man, a member of a well- 
known partnership in his professional field. During 
the past few years he had felt marked lessening 
of interest in work, a lack of the drive which had 
characterized his path to achievement and a guilt 
feeling that he was not doing anything about his 
not doing anything. There had been an episode of 
depression 15 years before which had been partially 
resolved by three years of classical psychoanalysis. 
Other problems had been relieved but a degree of 
depression had persisted and this was now becom- 
ing more pronounced. Mild anxiety about the de- 
pression did not produce activity: only an attempt 
to escape from boredom by watching television. He 
was seen initially on March 26th and started on 
Deprol gq.i.d. until further evaluation of his condi- 
tion could be made. In addition to feelings of hope- 
lessness and discouragement he also complained of 
excessive liquor drinking and poor sleep habits. By 
April 9th there was no noticeable effect from the 
Deprol and in the interim sufficient history had been 
obtained to indicate that the basic problem was pri- 
marily of a depressive nature that he might be ex- 
pected to respond to a psychic energizer. He was 
then placed on nialamide 25 mgs. t.i.d. On May 7th 
he reported that he had suddenly started a great 
deal of activity and had followed through on some 
important contacts which had been available but 
not utilized for the past year. Two weeks later on 
May 21 when askcd how he felt, he replicd, “I have 
been so busy I haven’t had a chance to think about 
myself.”’ During the session it developed that all 
elements of the inertia, inactivity and accompanying 
guilt feelings had disappeared. Medication was re- 
duced to 50 mg. a day and will probably be con- 
tinued at this level or at 25 mg. as he has had no 
side effects. 


G.M. is a well-known editor in his early forties 
whose wife died seven months prior to his coming 
for treatment. About a month after her death his 
work iost the sparkle and style which had made him 
famous. Normally an extremely gregarious indi- 
vidual he withdrew from almost all social contacts 
and also lost interest in the areas in which he nor- 
mally functioned so effectively. He continued his 
duties but without any enjoyment. He had been 
given amphetamines by his local physician without 
effecting any change in his depression. He was 
prescribed nialamide in doses of 25 mg. t.i.d. and 
within three weeks had definitely shown evidence 
of increased activity and interest. At the end of 
five weeks he felt completely well and discontinued 
medication. Four months have elapsed since that 
time and there has been no recurrence of symptoms. 

H.D. is a 72 year old authoress. Through the 
years she has had mood swings which on occasion 
have required hospitalization because of excesses 
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at both extremes. Prior treatment has usually con- 
sisted of psychotherapy and more recently tran- 
quilizers. At the present time in addition to de- 
pression she has suffered from anxiety and has 
worked herself up to eight meprobamates a day. 
There was a history of temporary loss of memory 
when she was in London five or six years ago 
(small stroke?) and at that time she was given 
ECT because of accompanying depression. She 
complains that her memory has been unreliable 
since then which is certainly contrary to the ac- 
tuality in most respects. She had had a thyroidec- 
tomy recommended for her periods of overactivity 
but this was never carried out. She was placed on 
a vitamin plus combination (Neobon) t.i.d. and 
nialamide 25 mg. t.i.d. At the end of one week 
there was no notable improvement but trifluoprom- 
azine (Vesprin) in doses of 10 mg. t.i.d. was added 
with the recommendation that the number of mepro- 
bamate tablets be reduced. At the next session a 
week later phenaglycodol (Ultran) was further sub- 
stituted for the meprobamate. On the twenty-sixth 
day of treatment the patient awoke in the morning 
with a definite feeling of relief from her depres- 
sion. In the meantime the dose of nialamide had 
been raised up to 200 mg. a day and the pheno- 
thiazine also increased. When the patient had gone 
for a physical check up a question arose as to 
whether there had been recurrence of her ‘‘jaundice’”’ 
which had occurred three times in the past (two 
of them when she was not on any medication). Ap- 
parently the “jaundice” is without clinical signs 
and manifested primarily by abnormalities of liver 
function test. The present episode is borderline in 
this respect and may not even represent any un- 
usual deviation from her normal responses. Since 
the depression has disappeared and because she is 
under unusual excitement and pressure accompany- 
ing the introduction of a major literary enterprise 
with which she is associated, it was decided to 
withhold treatment until the pressure of events 
had somewhat subsided. 


Discussion 


With many patients there has been nega- 
tive conditioning in respect to the use of 
pharmaceuticals in the treatment of emo- 
tional or mental disturbances, It is sug- 
gested that some of the more frequent side 
effects such as constipation, mild “dizziness” 
(postural hypotension) and possibly akathi- 
sia be mentioned at the initial interview to- 
gether with appropriate reassurances that 
these can be managed with adjunctive medi- 
cation. There is no reason why a patient 
should expect less side effects from a drug 
used in psychiatric treatment than from one 
used in other specialties. Along this same 
line there arises the problem of the patient 
who is showing definite improvement but de- 
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velops marked orthostatic hypotension. Oc- 
casionally such patients will discontinue 
medication or they or their families will de- 
mand “that something be done about it im- 
mediately.”” If the side action is severe, it 
is advisable to restrict the patient to the 
house or even keep him in bed. 

In most cases it is extremely important 
to measure the patient’s blood pressure in 
both the sitting and the standing position 
prior to his being placed on medication, It 
seems probable that patients with low blood 
pressure initially are the ones most likely 
to develop postural hypotension. In some 
cases a cautious addition of ephedrine sul- 
phate starting at 1/16 grain t.i.d. will help 
correct this side effect should it occur. In 
two patients Paredrine caused marked over- 
reactions, In these cases the medication is 
not recommended to be used in the usually 
available tablet. When hypertension exists 
it is recommended that the initial doses of 
nialamide be kept relatively low since any 
sudden drop in blood pressure may produce 
marked cardiovascular strain. Ampheta- 
mines may be used cautiously to retard a 
sudden drop in blood pressure and is defi- 
nitely useful in the hypotensive patient in 
whom it also serves to expedite the psycho- 
pharmaceutical action of the nialamide. 

The occurrence of mild neuralgias or mus- 
cle pains are other side effects which can 
be handled with relative rapidity. There is 
evidence that the monoamine oxidase inhibi- 
tors compete with pyridoxine and therefore 
the addition of vitamin B-6 in doses of 50 to 
100 mg. a day (in divided doses) will fre- 
quently relieve the side effect within one to 
four days. 

One other point should be strongly em- 
phasized. It appears essential that at least 
a modicum of protein be consumed in order 
for the drugs to be effective. At times there 
is a reluctance on the part of the depressed 
patient to eat and the addition of an am- 
phetamine may reduce appetite even more. 
In such cases, preparations such as Somagen 
may be prescribed. 

Nialamide is of particular advantage 
when the patient has shown response to 
some other psychic energizer but has reacted 
with postural hypotension. In view of the 
long period required for excretion of any of 
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these medications no immediate change will 
occur and several days or weeks must he al- 
lowed before a significant increase in blood 
pressure can be anticipated. At times hy- 
potension occurs on nialamide and if it can- 
not be handled in the manner suggested 
above, the patient may be tried on one of the 
other inhibitors since these drugs are some- 
what like the antihistamines in that pa- 
tients may react with side effects to one and 
not to another. 

The investigation of nialamide as an anal- 
gesic agent should not be overlooked. In the 
patient with inoperable carcinomatosis and 
in two other patients with severe chronic 
headaches there was marked relief of pain 
when the drug was given. Whether this 
occurs by direct action, by providing psycho- 
logical relief, or by potentiation of other 
agents is unclear but there was relief or re- 
duction of the pain. 

The remarkable relief of asthma in one 
patient strongly indicates another field of 
potential usefulness. Nialamide when used 
in combination with small amounts of ephe- 
drine may be capable of providing prolonged 
relief of asthmatic (and possibly other al- 
lergic) symptoms. A rationale for this is 
easily justified and the one patient treated 
to date in this manner has provided con- 
firmatory evidence. 

The important work of Udenfriend et al.,° 
in providing a technique for measuring lev- 
els of MAO inhibition opens the way to de- 
termination of whether there may not be 
some disturbance in this area which is cor- 
related with a variety of emotional and psy- 
chiatric disorders, The fact that such pa- 
tients respond to inhibition of the oxidative 
enzymes is presumptive evidence of an ab- 
normality prior to treatment. There is an 
urgent invitation to investigate such reac- 
tions in depressives, manics, alcoholics, pa- 
tients with psychosomatic disorders, schizo- 
phrenic withdrawals, and asthmatics. It 
would also be interesting to determine 
whether patients suffering severe pain show 
any disturbance in this area. 

Euthyroid indivduals placed on thyroxine 
as an “antidepressant” tended to respond 
poorly to MAO inhibitors.® Furti.er evidence 
of a connection is the extreme over-activity 
in one patient who had had a thyroidectomy 
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14 years previously and was on three grains 
of thyroxine as replacement. This might also 
account in part for the reaction of another 
patient who had been on thyroxine for a long 
period but was removed several weeks prior 
to onset of nialamide treatment. Are there 
therapeutic implications in the usefulness 
of nialamide in treatment of abnormal thy- 
roid conditions? 

Between 25% and 35% of the present pa- 
tient group would unquestionably have had 
to be hospitalized were not the psychic en- 
ergizers available. In addition, the rapidity 
of response and relatively few number of vis- 
its required, places the cost of treatment of 
an ordinary depression within reach of the 
average man. These drugs will contribute 
further to relieve the pressure on public 
mental hospitals and private sanitariums. 
Possibly of even greater significance is the 
fact that depression is among the easiest of 
psychiatric conditions to recognize and, in 
the great majority of cases, response was 
favorable irrespective of the type of depres- 
sion, The general practitioner should be 
able to handle most of these patients once 
he has acquired reasonable familiarity with 
the treatment techniques. This in turn will 
relieve the pressure on the overworked psy- 
chiatrist and allow him to concentrate upon 
that type of case which he alone has the 
necessary training and skill to handle. 

We do not know if the pharmaceuticals do 
more than remove the symptoms. However, 
despite elaborate theories of etiology, there 
exists no evidence that any other type of 
treatment does more than this. We do not 
know the relative importance of environ- 
mental, intrapsychic, and biochemical fac- 
tors. Theoretical justification for the use 
of psychopharmaceuticals and particularly 
psychic energizers is as adequate as for any 
other treatment and the practical justifica- 
tions are considerably better than for most. 
Certainly, as pointed out by Brill and my- 
self," many years ago these drugs should be 
the first line of attack against mental dis- 
ease, Their relatively low cost, their safety 
and their effectiveness mean that in most 
cases, alternatives such as electroshock ther- 
apy, depth psychotherapy, etc., can be 
avoided and certainly should not be utilized 
unless the drugs are ineffectual. 
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Summary 


1. Twelve males and 21 females seen in 
private psychiatric practice were treated 
with nialamide. 

2. A correlation appeared to exist between 
“optimal” dose (150 mg. to 300 mg.) and 
maximum daily excretion of urinary trypta- 
mine (data provided by Undenfriend). 

3. Nine males and eighteen females have 
been discharged or are in remission on main- 
tenance doses. One schizo-affective disor- 
der in a male and an obsession-compulsion 
depression in a female have been discon- 
tinued as failures. The remaining patients 
are still in treatment except for one case 
which improved but treatment was discon- 
tinued. 

4. A negative relationship appeared to 
exist between rapidity of therapeutic re- 
sponse and duration of symptoms. All pa- 
tients with duration of symptoms less than 
three years responded favorably. 

9). The average time required for initial 
response of those improving was 27 + 16 
days. There was no evidence of relation- 
ship of rapidity of response to age, number 
of prior attacks, severity of symptoms, or 
diagnosis (except post-partum depression). 

6. The average duration of nialamide 
treatment was 5.9 + 2.9 weeks and the aver- 
age number of visits 4.7 + 1.7. 

7. The occurrence of side effects, includ- 
ing postural hypotension may be related to 
dosage. 

8. Females respond somewhat better (al- 
though slower) and have a higher incidence 
of side effects than the males, 

9. Practical suggestions are made as to 
the handling of medication and patient. 

10. Research leads i.e. there may exist 
disturbed tryptamine and/or monoamine ox- 
idase inhibition in depressions and also in 
alcoholics, psychosomatic conditions, etc. A 
relationship to thyroid function is implied. 

11. Therapeutic application in the treat- 
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ment of asthmatics and for the reduction of 
certain types of pain is suggested. 

12. Treatment of patients who would other- 
wise have to be hospitalized, the brevity of 
the procedure and the fact that in many 
cases a general practitioner could acquire 
the skill to administer the drug, make niala- 
mide a valuable adjunct to the psychiatric 
armamentarium. 
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Book Review 


DIFFERENTIAL TREATMENT AND PROGNOSIS 
IN SCHIZOPHRENIA by Robert D. Wirt, Ph.D., 
and Werner Simon, M.D., Charles C. Thomas, 
Springfield, IIl., pp. 198. 


This monograph is a report on the clinical re- 
search done at the University of Minnesota of a 
comparative study of Chlorpromazine and Reserpine 
in the treatment of Schizophrenia. A group of pa- 
tients at the Veterans Administration Hospital in 
Minneapolis were studied. The need for such a 
study was established because of the numerous pa- 
pers published in the past few years on the use of 
tranquilizing drugs which have varied considerably 
in research design, methodology, results and con- 
clusions. 


Many studies presented hypotheses in vague, un- 
structured manner; the experimental design was 
found to be markedly deficient; samples of patients 
were poorly defined with broad diagnostic categories 
used and were deficient in homogeneity; few stud- 
ies reported the use of controlled groups and a very 
few employed any standard psychological tests to 
evaluate their results while rating scales were used 
with little or no definition of the various points on 
such scales. 


The authors present a cursory survey of the lit- 
erature of the relatively few controlled clinical stud- 
ies on Chlorpromazine, Reserpine, Chlorpromazine 
in comparison with Reserpine, drugs compared with 
electroshock and insulin coma treatments and fur- 
ther considerations regarding improvement rate and 
prognosis. They then present the research design 
and methodology of their own study. 

Patients selected for the project were patients 
with the established diagnosis of schizophrenia, were 
first admissions, had no history of previous treat- 
ment and had no prior tranquilizing medication. Pa- 
tients were studied by psychiatric, psychological 
and social work techniques for one year. Four 
groups of twenty patients each were rated at the 
end of a 30-day experimental period for differential 
improvement on the treatment regimens prescribed. 
The patients were again studied at the time of their 


discharge. The 30-day ratings made possible com- 
parisons of the efficacy of the tranquilizing drug 
studies while all of the data obtained were germane 
to the study of the course on schizophrenia for both 
a relatively short term and somewhat longer term 
outcome. 

Their results suggested that those treatments in- 
cluding tranquilizing drugs which are carefully pre- 
scribed for the unique needs of the individual pa- 
tient are the best treatments. It is premature to 
discard such treatments as insulin coma, electro- 
shock and psychotherapy in favor of tranquilizing 
drugs. Chlorpromazine, in their experience, did al- 
most but not quite as much good for the short term 
relief of symptoms as insulin coma, electroshock and 
psychotherapy. Reserpine had little more beneficial 
effect than hospitalization alone. The authors were 
of the opinion that the routine administration of 
tranquilizing drugs to schizophrenic patients was 
little value beyond mere hospitalization and may in 
some cases render the patients a disservice. 

These investigators also commented on prognostic 
factors for schizophrenic patients which they ob- 
served in their project. The prognosis was favor- 
able for those patients whose illness had a rapid on- 
set with short duration as was a good former occu- 
pational adjustment; those patients with sufficient 
ego strength and affective admixture to act out in 
their environment appeared to have a better treat- 
ment probability than those who react with with- 
drawal and conformity. In their followup studies, 
they found that adjustment of patients one year 
after discharge was more often unsatisfactory than 
not, and that the use of Reserpine early in treat- 
ment may have a detrimental effect making later 
treatment efforts more difficult and less successful. 

This monograph is one which must be read by all 
those who have done or will do investigative work 
in the field of psychotrophic drugs. It should serve 
as a model research design for future studies in 
spite of some deficiencies to which the authors 
themselves candidly admit. They are to be con- 
gratulated for a most stimulating and timely study. 

William W. Zeller, M.D. 
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P. O. BOX 236 — DUBUQUE, IOWA 
or phone 8-8291 for information 


Mild Mental and Nervous Cases 


also 
Convalescent and Rest Patients 


Shock Therapy, Hydrotherapy, Physiotherapy, Occupational Therapy. 
Competent Staff. 
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BALDPATE, Inc. 


Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 


For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and drug addiction. 


Definitive psychotherapy, somatic therapies, pharmacotherapy, milieu-therapy under 
direction of trained occupational and recreational therapists. 


HARRY C. SOLOMON, M.D. GEORGE M. SCHLOMER, M.D. 
Consulting Psychiatrist Medical Director 














DEVOTED TO THE ACTIVE TREATMENT OF 


MENTAL and NERVOUS DISORDERS 


— ° 3 : “—— in Psycho-Therapy, and Physiological therapies includ- 
CCL HWAMHE 


FAIRVIEW 





© Insulin Shock © Electro-Narcosis 
2828 S. PRAIRIE AVE. © Electro-Shock © Out Patient Shock Therapy 
CHICAGO Available 
Phone Victory 2-1650 ALCOHOLISM Treated by Comprehensive Medical- 
J. DENNIS FREUND, M.D. 
Medical Director Psychiatric Methods. 














BEVERLY HILLS CLINIC and SANITARIUM 


210 N. Westmoreland Avenue WHitehall 3-4651 
Dallas 11, Texas 


A private clinic and ey for nervous and mental diseases both for in-patients and out-pa- 
ae a homelike environment with separate building units and special cottages—air- 
conditioned. 


A complete neuropsychiatric diagnostic and treatment center including a department of psychol- 
fa 


0 
egy—encephalography—clinical boratory and X-ray—psychotherapy—electroshock and insulin 
coma therapy, as well as psycho-surgery. 


ARTHUR J. SCHWENKENBERG, M.D. FRED H. JORDAN, M.D. 

JOSEPH L. KNAPP, M.D. HENRY P. HARE, JR., M.D. 

JACKSON H. SPEEGLE, M.D. LUDLOW M. PENCE, M.D. 
Neurology Psychiatry 

















A NEUROPSYCHIATRIC FOUNDATION 
THE 


ROGERS MEMORIAL HOSPITAL 


The Hospital is situated on the Nashotah Lakes, 30 miles west of Milwaukee, provid- 
ing the ideal, restful country environment and the facilities for the modern methods of 
therapy of psychoneuroses, psychosomatic disorders, alcoholism, and the other neurologic 
and psychiatric problems. Occupational therapy and recreational activities directed by 


trained personnel. 
OCONOMOWOC, WISCONSIN 
PHONE LOGAN 17-5535 


EUGENE FRANK, M.D. OWEN OTTO, M.D. LEROY A. WAUCK, PH.D. 
WILLIAM C. JANSSEN Medical Director Clinical Psychologist 
LOREN J. DRISCOLL, M.D. JOSEF A. KINDWALL, M.D. 


Consultant 
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GLENSIDE HOSPITAL 


FOUNDED 1909 


Located in an attractive rural setting in the heart of Boston for the care of nervous, 
mental and geriatric disorders, alcoholism and drug addiction. 

The new Ordway Therapy Unit includes the most modern electrotherapy equipment. 
Anesthesia by the Hand-Auden Associates and trained personnel available to cour- 


tesy staff. 
DORIS M. HORWOOD, Superintendent 


RUTH M. CROSSFIELD, M.D., Medical Director 


6 PARLEY VALE, JAMAICA PLAIN, MASS. 
JAMAICA 4-0044 RATES MINIMAL 




















sopepos HILLCREST HOSPITAL _ est. 1905 


(formerly The Retreat, Inc.) 
DES MOINES 12, IOWA 


For the diagnosis and treatment of Nervous and Mental Disorders 
in a homelike environment. 


Occupational Therapy, Physiotherapy and Shock Therapy 
Open Psychiatric Staff 


HERBERT C. MERILLAT, M.D., Medical Director HERBERT W. VETTER, Administrator 























P | N E W O O D ee a Physicians in Charge 


DR. WALTER A. THOMPSON, F.A.P.A., Clinical Director 


Westchester County Katonah, N. Y. Tel.: Central 2-3155 


A competent sixty bed psychiatric hospital offering an approved program for training residents 
in neuropsychiatry. Psychoanalytically oriented. Patients receive individual treatment sessions 
and also group therapy. Electroshock therapy and its modifications available. Pharmacological 
therapies. Consulting staff of specialists. Monthly clinical conferences open to the profession. 


N. Y. City Offices—By Appointment 


DR. EPSTEIN—975 Park Ave.—Tues., Thurs., Sat. RH 4.3700 
DR. WENDER—59 East 79th St.—Mon., Wed., Fri. BU 8-0580 























| FAIR OAKS 


INCORPORATED 
SUMMIT, NEW JERSEY 


A fully approved Hospital for intensive treatment and management of 
problems in Neuropsychiatry. 


THOMAS P. PROUT, JR. 
Administrator 


j OSCAR ROZETT, M.D. 
Medical Director 
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SANITARIA DIRECTORY 


The institutions listed below are among the finest priate sanitaria in the United States. 
They offer private, individual specialized care. to the patient. 





BALDPATE, INC. 


Georgetown, Massachusetts 





BEVERLY HILLS CLINIC AND 
SANITARIUM 


Dallas 11, Texas 


HALL-BROOKE 


Greens Farms, Conn. 








HILLCREST HOSPITAL 


(formerly The Retreat, Inc.) 
Des Moines 12, Iowa 





ELMLAWN (The Wilgus Sanitarium) 
Rockford, Illinois 


PINEWOOD 


Katonah, New York 





FAIR OAKS 


Summit, New Jersey 





FAIRVIEW SANITARIUM 


Chicago, Illinois 


RING SANATORIUM 


Arlington, Massachusetts 





ROGERS MEMORIAL HOSPITAL 


Oconomowoc, Wisconsin 





FOREST SANITARIUM 


Des Plaines, Illinois 











GLENSIDE 


Boston 30, Massachusetts 


ST. CLAIR HOSPITAL 


Detroit 14, Michigan 





ST. JOSEPH SANITARIUM 


Dubuque, Iowa 











OCTOBER. 








